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(54) Hmo«ft] »jan*^CW*miW^b«JSBWC«H^^^F*6l»: 



(57) BSlftJ 



(2) #1200 2-509082 

KSe^lJ-C* 19 * i i-cmiB^S-fb^T 0 ^- KSe^jZ4>0#T 5 y M#i£{±A1a, Leu 
, Ser, Thr, Tyr, Asn, Gin, Asp, G"lu, Lys, Arg, Hi s, Met, Orn, 

-NH-CCR 1 ) (R 2 )-C(=0)- CD 

-cfi& $ tLT X J: * & v» tt Ri <t If R 2 ii ^ ti h iPi&Grt 2> R^W^ t 
tf y 2,^-7 ; y J: 7 5 y 70A> t ; LTstlB 

2 tz lili^-e* ;v*^y^7 , f^--t*As fi n 4 y r 5 j ^ ^ - 

■exam-r&t p^<t^m^ t< \$'j?*< ti>m\ nk.tf, 

H-Trp-AI a-GI y-Gly-Asp^AI a-Ser-Gl y-G~lu-(Lys-Gl u), -OH, 
H-Trp-AI a-CI y-Gly-Asp-Al a-Ser-GI y-Gl u-CGI u) 6 -OH, 
H-Tyr-Gly-Gly-Phe-Leu-CGI u) 6 -OH, £ j: yt 
H-Tyr-G1y-G1y-Phe-Leu-CLys) 6 -OH 



(3) ^2002-50908 2 

[flS*:®7] Zt(0#7 5 J tff^Ser, Thr, Tyr, Asn, Gin, Asp, G"lu 
, Lys, Arg, His, Orn, 2,4-;75;^vS, 5 y^n/"«>SliJ J: 

[1***8] Zto^T^yfWK Lys* jtfMrt^fc *)* 

* < =()4oc7)LysT? /lit, «fc »?«F4 L < fi^fc < t fc5oc7)Lys T = y 

[ff#« 1 0 ] Z*«CLys) B -ci 19 , id-cnji4~15<7)*EH, »IL< fi4~ 



(4) #^200 2-5 09 08 2 

1 1 ] Z^Lys 4 , Lys 5 f tz fiLys 5 % , ff$£9£ jgg<a^ 7* 

1 2 ] Ztf«Lys» ^4 , »3fc£llfc!E*W« Fl^fto 
[ W^t A 13] Ztf (Lys-Xaa), £ fi (Xaa-Lys) B V) , » » -^mji 2~ 7<t> 
iSHO^-C*»9> ^LT^XaatiSer, Thr, Tyr, Asn, Gin, Asp, Glu, Arg, H 
is, Orn, 2,4- : >'7 5 y/r/^ 2, 3-->' T = y^n J; tfMettf* & 

[1^14] Z^t (Lys-Xaa), $ f z \± (Xaa-Lys) 3 19 , id -C^Xaaii Se 
r, Thr, Tyr, Asn, Gin, Asp, Glu, Arg, His, Orn, 2,4->7= y/^y^ 2 . 
3-7 7 5 y :/ n J: tfMeta> 19 3 *l* > Sf;£«13 

[SS*«1 5] Z^Lys-Glu) J 2£fKGlu-Lys) J -c&&, M$&15Kfgft 

[Ml 6 ] Z^Lys p -Xaa, £ j jXaa, -Lys, 9 , - » -CP* J: tfqtf 1 

, Thr, Tyr, Asn, Gin, Asp, Glu, Arg, His, Orn, 2,4— y 7 = y 7*^ y 2,3 

[W*« 1 7 ] Z^Lys 3 -Xaa 3 £ jiXaa, -Lys 3 V) „ £ £ t^XaajjSer 
, Thr, Tyr, Asn, Gin, Asp, Glu, Arg, His, Orn, 2,4— y 7 5 y > 2,3 

fens <^ 7^ k^# 0 

1 8 ] Z^-Lysj-Clu, % ^JiClu.-Lys.-ci* , »3fcfll7fcfa|£<a 

[IfJfcS 1 9 ] Z^Lys-Lys-Lys-Lys, Xaa-Lys-Lys-Lys, Lys-Xaa-Lys-Lys 
, Lys-Lys-Xaa-Lys, Lys-Lys-Lys-Xaa, Xaa-Xaa-Lys-Lys, Xaa-Lys-Xaa-Lys, Xa 
a-Lys-Lys-Xaa, Lys-Xaa-Xaa-Lys, Lys-Xaa-Lys-Xaa, Lys-Lys-Xaa-Xaa, Xaa-Xa 
a-Xaa-Lys, Xaa-Xaa-Lys-Xaa, Xaa-Lys-Xaa-Xaa, Lys-Xaa-Xaa-Xaa, Xaa-Xaa-Xa 
a-Xaa, Lys-Lys-Lys-Lys-Lys, Xaa-Lys-Lys-Lys-Lys, Lys-Xaa-Lys-Lys-Lys, Ly 
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s-Ly s-Xaa-Ly s-Lys ^ Ly s-Ly s-Ly s-Xaa-Ly s ^ Ly s-Ly s-Ly s-Ly s-Xaa^ Xaa-Xaa-Lys 
-Lys-Lys > Xaa-Lys-Xaa-Ly s-Lys ^ Xaa-Ly s-Lys-Xaa-Lys^ Xaa-Lys-Lys-Lys-Xaa 
^ Lys-Xaa-Xaa-Lys-Lys^ Ly s-Xaa-Ly s-Xaa-Lys N Lys-Xaa-Lys-Lys-Xaa A Lys-Lys 
-Xaa-Xaa-Lys N Lys-Ly s-Xaa-Ly s-Xaa^ Lys-Lys-Lys-Xaa-Xaa^ Lys-Lys-Xaa-Xaa- 
Xaa N Lys-Xaa-Lys-Xaa-Xaa > Lys-Xaa-Xaa-Lys-Xaa^ Lys-Xaa-Xaa-Xaa-Lys^ Xaa- 
Lys-Lys-Xaa-Xaa^ Xaa-Lys-Xaa-Xaa-Lys^ Xaa-Xaa-Lys-Lys-Xaa > Xaa-Xaa-Lys-X 
aa-Lys^ Xaa-Xaa-Xaa-Ly s-Lys ^ Lys-Xaa-Xaa-Xaa-Xaa^ Xaa-Lys-Xaa-Xaa-Xaa^ X 
aa-Xaa-Lys-Xaa-Xaa^ Xaa-Xaa-Xaa-Lys-Xaa^ Xaa-Xaa-Xaa-Xaa-Ly s N Xaa-Xaa-Xa 
a-Xaa-Xaa^ Ly s-Ly s-Lys-Ly s-Ly s-Ly s > Xaa-Ly s-Ly s-Ly s-Lys-Lys^ Lys-Xaa-Lys 
-Ly s-Ly s-Lys ^ Ly s-Ly s-Xaa-Ly s-Lys-Lys^ Lys-Lys-Ly s-Xaa-Ly s-Lys > Lys-Lys- 
Lys-Lys-Xaa-Lys > Lys-Lys-Lys-Lys-Lys-Xaa^ Xaa-Xaa-Ly s-Ly s-Lys-Lys^ Xaa-L 
ys-Xaa-Lys~Lys-Lys A Xaa-Ly s-Ly s-Xaa-Ly s-Ly s^ Xaa-Ly s-Ly s-Ly s-Xaa-Ly s^ Xa 
a-Ly s-Ly s-Ly s-Lys-Xaa > Ly s-Xaa-Xaa-Ly s-Lys-Lys ^ Ly s-Xaa-Ly s-Xaa-Lys-Lys 

Xaa-Ly s-Ly s-Lys-Xaa-Ly s ^ Ly s-Xaa-Ly s-Lys-Lys-Xaa^ Lys-Lys-Xaa-Xaa-Lys- 
Lys N Ly s-Lys -Xaa-Ly s-Xaa-Ly s^ Lys-Lys-Xaa-Lys-Lys-Xaa^ Lys-Lys-Lys-Xaa-X 
aa-Lys^ Lys-Lys-Lys-Xaa-Lys-Xaa > Lys-Lys-Lys-Lys-Xaa-Xaa^ Xaa-Xaa-Xaa-Ly 
s-Lys-Lys > Xaa-Xaa-Ly s-Xaa-Ly s-Ly s A Xaa-Xaa-Ly s-Ly s-Xaa-Ly s > Xaa-Xaa-Lys 
-Lys-Lys-Xaa > Xaa-Ly s-Xaa-Xaa-Ly s-Lys % Xaa-Lys-Xaa-Ly s-Xaa-Lys > Xaa-Ly s- 
Xaa-Lys-Lys-Xaa^ Xaa-Ly s-Ly s-Xaa-Xaa-Lys % Xaa-Ly s-Ly s-Xaa-Ly s-Xaa^ Xaa-L 
ys-Lys-Lys-Xaa-Xaa^ Lys-Lys-Lys-Xaa-Xaa-Xaa^ Lys-Lys-Xaa-Lys-Xaa-Xaa^ Ly 
s-Lys-Xaa-Xaa-Lys-Xaa^ Ly s-Ly s-Xaa-Xaa-Xaa-Lys % Ly s-Xaa-Ly s-Ly s-Xaa-Xaa 
^ Lys-Xaa-Lys-Xaa-Lys-Xaa^ Ly s-Xaa-Ly s-Xaa-Xaa-Lys^ Lys-Xaa-Xaa-Lys-Lys- 
Xaa > Lys-Xaa-Xaa-Ly s-Xaa-Ly s % Lys-Xaa-Xaa-Xaa-Ly s-Ly s ^ Lys-Lys-Xaa-Xaa-X 
aa-Xaa^ Lys-Xaa-Lys-Xaa-Xaa-Xaa^ Lys-Xaa-Xaa-Lys-Xaa-Xaa^ Lys-Xaa-Xaa-Xa 
a-Lys-Xaa^ Ly s-Xaa-Xaa-Xaa-Xaa-Ly s % Xaa-Lys-Lys-Xaa-Xaa-Xaa^ Xaa-Lys-Xaa 
-Lys-Xaa-Xaa > Xaa-Ly s-Xaa-Xaa-Lys-Xaa^ Xaa-Ly s-Xaa-Xaa-Xaa-Lys^ Xaa-Xaa- 
Ly s-Ly s-Xaa-Xaa^ Xaa-Xaa-Ly s-Xaa-Ly s-Xaa > Xaa— Xaa-Ly s— Xaa-Xaa— Ly s % Xaa-X 
aa-Xaa-Lys-Lys-Xaa^ Xaa-Xaa-Xaa-Ly s-Ly s-Ly s % Xaa-Xaa-Xaa-Ly s-Xaa-Ly Xa 
a-Xaa-Xaa-Xaa-Lys-Lys % Lys-Xaa-Xaa-Xaa-Xaa-Xaa^ Xaa-Lys-Xaa-Xaa-Xaa-Xaa 



(6) ^2 002-5 09 08 2 

, Xaa-Xaa-Lys-Xaa-Xaa-Xaa, Xaa-Xaa-Xaa-Lys-Xaa-Xaa, Xaa-Xaa-Xaa-Xaa-Lys- 
Xaa, Xaa-Xaa-Xaa-Xaa-Xaa-Lys, £ f % Xaa-Xaa-Xaa-Xaa-Xaa-Xaa N » » -^^-Xaa 
(iAla, Leu, Ser, Thr, Tyr, Asn, Gin, Asp, G"lu, Arg, His, Met, Orn, ja £ 

-NH-CCR^CR^-CC^)- (I) 

f4Ci- 6 -7;v^;K Cj- 6 -t^^^.;v, ^n^A i; Fn^^, 7?y, ->ry 
S *tT v> T <b J: v» a*, & Z> v> ii R 1 is J: t/R 2 (4 * *l h wm^* 4 £t*Hi 
2,4-5; 7 5 V 7** >«CDbu)i3 <t ^2,3-577 = y 70;r/i(Dpr)^f|; 

[1^2 0] ^L-r^yKc^^utJ, »*9l5-.lSfl5v»-f*t^-a 
[1M2 1] Z^CDbu) n ^^(i(Dpr) n -c^^, » i-cnfj 4~15ofEB, 

[m*M2 3] «riE|IS^«ltfS14*^-/f- KEyij00»4*^757 = y$ 
fllx-tf, S*65, tflJxJf, MX 60 . #£L<J4«:*55, 0Ux.tf, S*53, 

fc^T*?- KtK'frtt : x^7r 'J V> Leu-ji^r? 7 U Met-oi > 7 r ij 
7 >3r:*x T V T > is y n , AvyVV^, K-fe'J > % 



(7) ^2 0 0 2-5 09 0 8 2 

-? j*mmw&&tim<*-7 s f- kchbnp), ^^ntr>, x.i-n-7 

T J» y in, Tfr h )V7 4 yl^ Tfr Y)\>y<( yl\ /tvh->v, 7*7 

=ry, ywz-smf*?* v-\ y^ii^ym^-?^ k-2, lhrh, 

r.a-n^ v^C, -a-n^yyK^ r.o.-n^^>-N^ ^.o.-n^v^U % - j. 

- n ^ 7 s KK, - 3. - n ^ 7°^- KY, TI#7f- - h */ ? 7 - 4? ft'l*Mt# l ) 

KCPACAP), PKaKiJ^^f- h\ ■rt.-f'f- KYY > ^/f Kt^fy>-^ft 

— > T ^ KCP»0, -fr * l^f- Wh7^f>, +>- 7** * > ;*K % fnfne> 
Ktffi^^^^CTRH), * 3 p< 7 y * * f- v CMIF-1), hn^Wx 
f>7tn-^, # £ AF12505 (IT e-Gl u-Cly-Pro-Thr-Leu-Arg-Cl n-Trp-Leu-Ala- 
Ala-Arg-Ala), y 7 1; >^^ggg^I(57-70)CAla-Leu-LeiM31u-Thr-Tyr-Cys-A 
la-Thr-Pro-Ala-Lys-Ser-Clu)^ ^ y 7 1; ^^figgH ^-1(30-41) CGI y-Tyr-Gly-Se 
r-Se r-Se r-Arg-Arg-AI a-Pro-GI n-Thr) % 4 y ? s 1; >• g H ^f - 1 C24-41) Oy r-Phe 
-Asn-Lys-Pro-Th r-GI y-Ty r-G"l y-Se r-Se r-Se r-Arg-Arg-AI a-Pro-Gl n-Th r) % 4 y 
* 'J >^gE3^ LlI C33--40)CSer-Arg-Va1-Ser-Arg-Arg-Ser--Apg), 4 y 7, U 
jgfcg [tyro]g^-IIC33-40)CTyr-Ser-Arg-Va1-Ser-Arg-Arg-Ser-Arg) % 4 y x \) y 

SET" 11 C69-84) (Asp-Val -Ser-Th r-Pro-Pro-Th r-Val-Leu-Pro-Asp-Asn-Phe- 
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p ro ^Arg-Tyr) > * ^ > CGH)^ ft ^ ^ K-6(GHRP-6) (His-DTrpnAla-Trp-DP 
he-Lys-JMH 2 )^ s*— 9 -4 y 9 — x* >( * y 1(163-171) (Val-Gln-Gly-Clu-Clu-Ser-A 
sn-Asp-Lys)^ ^^9-^ y 9 — n -f ^y IIC44-56)CI1e^eu-Asn-Cly-I1e-Asn-As 
rv-Tyr-Lys-nAsn-Pro-Lys-Leu) N 4 y 9 - *y II (60-70) (Leu-Thr-Phe-Lys-Ph 
e-Tyr-Met-Pro-Lys-Lys-AI a) ^ ju^^ty-jy -4(GLP-lx ± n — y ) (Hi s-Gly-Gl u- 
Gly-Thr-Phe-Thr-Ser-Asp-LeLi-Ser-Lys-Gl n-Met-Gl u-GI u-Gl u-Ala-Val-Arg-Leu- 
Phe-1 1 e-Gl u-Trph-Leu-Lys-Asn-Gl y-Gl y-P ro-Se r-Se r-Gl y-Al a-Pro-Prc^P ro-Se r- 
NH 2 ) % x ^ -tr y v y -3(GLP-1t* ^ u - ^ ) (Hi s-Se r-As p-Gl y-Thr-Phe-Th r-Se r-As 
p-Leu-Ser-Lys-Gln-Wet-Gl u-GI u-GI u-Ala-Val-Arg-Leu-Phe-Ile-Gl u-Trp-Leu-Ly 
s-As rv-Gl y-Gl y-P ro-Se r-Se r-Gl y^M a-Pro-P ro-P ro-Se r) > [Cys(Acm)20 > 30] 
jgfc-g H^- (20-31) Cys (Aan)-Met-Hi s-Il e-Gl u-Ser-Leu-Asp-Ser-Thr-Cys (Aan) ^ tf 
;s^Vy > (Hirulog) (D-Phe-Pro-Arg-Pr<^(Gly)4~Asi^ 

ro-Gl u-GI u-Ty r-Leu) % t:;i/n^-l D-Phe-Pro-Arg-Pro-(G1y)4-Asn-Gny-Asp-Phe 
-Gl u-GI u-Ile-Pro-Gl u-Ty r-Leu^ Cgy^- j, \) ^ a JRfflsftjfifllte'*:/*- K(1-53)(CN 
P) (Asp-Leu-Arg-Val-Asp-Thr-Lys-Ser-Arg-Ala^ rv-G 
1 u-Hi s-P ro-As n-Al a-Arg-Lys-Ty r-Lys-Gl y-Al a-Asn-Ly s-Ly s-Gl y-Leu-Se r-Lys-G 
1 y-Cys-Phe-Gl y-Leu-Ly s-Leu-As p-Ar g-Il e-Gl y-Se r-Met-Se r-Gl y-Leu-Gl y-Cys ; 

)\<y T-i h*mffi : Cys37-Cys53) > [ ^ ^ANPj (Met-Cys-His-^ 9 n ^\ * s s ;I/A1 
a-Gl y-Gl y-Arg-Met-As p-A rg-1 1 e-Se r-Cys-Ty r-Arg^ -J^)Vyy^ K3§# : cys2- 
cysl3), * ^>-II(f fz, MT-IIfc *LT V> £ . 7^7r -MSH4-10-NH 

2 . $ f i Ac-NT e4-Asp5-Hi s6-D-Phe7-Arg8-Trp9-LyslO) > f^yyjj^r 1CTA 
1) (Ac-Ser-Asp-Ala-Ala-Val^Asp-Thr-Ser-Ser-G1 u-Ile-Thr-Thr-Lys-Asp-Leu-Ly 
s-Gl u-Lys-Lys-Gl u-Val-Val-Gl u-GI u-Ala-Gl u-Asn) > )\, r. -f V v y ( $ , 8- 
*j|/if>-;ty^l/j/> LT$0^tlTV^(PO^X [Phe2^ Ile3, 0rn8]^y 
^l/yV), Cys-Rie-I1e-Glrv^ir<:ys-PrcMDrn-Gly--NH 2 % y't^7r^ : 
Cysl--Cys6) > ^9 YV^^f- K (201-995) (DPhe-Cys-Phe-DTrp-Lys-Thr-Cys-Thr-^- 
- ;v ; ;u "7 r >f K*« : Cys2-Cys7) > j. 7 4 ^ K (I^EGRILIN) > # ^ 
3/ Js ^.yitfe'T-PI^^T'^ F (CGRP) (Al a-Cys^Asp-Th r^Al a-Th r-Cys-Val -Th r-Hi s 
-Arg-Leu-Al a-Gl y-Leu-Leu-Se r-Arg-Se r-Gl y-Gl y-Val -Val -Lys-As n-Asn-Phe-Val 
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-Pro-Th r-Asn-Val-Gl y-Se r-Lys-Al a-Phe-NH 2 Wfy)\,y y ^ : Cys2-Cys7) 

, x~y K^e;i/-7 4 Tyr-Pro-Trp-Phe-NH 2 ;.x y K^e;V7^f >~ 2 Tyr-Pro-Phe- 
Phe-NH, \j y^^f >(J tz, *)Uy r->Klt LX%}htlX\<*Z>, Phe-Gly-Cly 
-Phe-Th r-Gly-Al a-Arg-Ly s-Se r-Al a-Arg-Lys-Leu-Al a-Asn-Gl n) ^ 7* y 3?$- y~ y 
y J Y y a-13)(Asp-Arg-Val-Tyr-Ile^ T 
Y\y y ^eX l J > (l-12)0Tyr^rg^1n-Ser^et^srv^sn-Phe^lr><]1y-Leu-Arg) > 
WF£Bfk&*<'7r KCAAP)(G1y-Pro^Hyp-Cly-A1a-Cly), 7 > 9 h G(Arg-DT 

rp-(nMe) Phe-DTrp~Leu-Wet-MH 2 ) % > K ij v v > (1 1 e-Leu-P ro-Tr p-Ly s-Tr p-Pr 
o-Trp-Trp-Pro-Trp-Arg-Arg-NH 2 ) % ;t X x 4~ # ^ v > (37-49) (Gl y-Phe-GI rr-Gl u- 
Ala-Tyr-Arg-Arg-Phe-Tyr^ly-Pro-Val)^ 3 )V^y, ^ ^ > 29 (1-13) CGI p)-Gl u-Ar 
g-Pro-Pro-Leu-Gl n-Gl rvPro-Pro-Hi s-Arg-Asp) ^ n 7, 9 ^ > 14 Pro-Cys-Lys 
-Asr>~F1ie-Phe-Trp-Lys-Thr-Phe-Ser-Ser-Cys-Lys ; y ;t, y r 4 Y^SM : Cys2-Cys 
13^ F^WSOeSCAc-D-Bhg-Leu-^sp-Ile-Ile-Trp)^ H)-142893(Ac-[>-Dip-Leu-Asp- 
ne-Ile-Trp) > yj?*); yyffi&J y\i \L*?-^~f^ KCHis-His-Leu-Gly-Cly 
-Ala-Lys-Gli>-Ala-Gly-Asp-Val\ v ~f ^ y (93-105) (Asn-VaVIIe-Gln-ne-Ser- 
Asn-Asp^Leu-Gl u-Asn-Leu-Arg)^ GR83074(Boc-Arg^1a-OTrp-Rne-OPr(>-Prx^le- 
NH 2 )^ Tyr-W-MIF-iayr-Pro-Trp-Gly-NH,)^ gijtptfclft* > W^^T 9 ^ K (107 
-111) (Jhr-Arg-Ser-Ala-Trp)^ 7 y 2?$- ^y-y J ^fy (l-14)Asp-Arg-Val-Tyr-Il 
e-Hi s-Pro-Phe-His-Leu-Val -He-Hi s-Asr\ n ^ 7^ y (Ac-Leu-Leu-Arg-CHO) 

H-Ty r-Al a-As p-AI a-1 1 e-Phe-Th r-As n-Se r-Ty r-Arg-Lys-Val -Leu-Gl y-Gl n-Leu- 
Ser-Ala-Arg-Lys-Leu-Leu-Gl n-Asp-Il e-Met-Se r-Arg-Gl n-Gl n-Gly-GI u-Ser-Asn- 
Glr>^lu-Arg-G1y-A1a-Arg-Ala-Arg-Leu-Lys 6 -NH 2 (GHRH(l-^4)(t: ^ )-Lys 6 -UH 2 ); 

H-Ty r-Al a-As p-AI a-I1 e-Phe-Th r-As n-Se r-Ty r-Arg-Lys-Val -Leu-Gl y-Gl n-Leu- 
Se r-Al a-Arg-Ly s-Leu-Leu-GI n-Asp-Il e-Met-Ser-Arg-Gl n-Gl n-Gly-Gl u-Ser-Asrv- 
Gln-Glu-Arg-Gly-Ala-Arg-Ala-Arg-Leu-GlUg -NH 2 (GHRH(l-44) (^ j, )-Glu 6 -NH 2 ) ; 

H-Lys e -Ser-Val-Ser-Gl u-Ile-Gln-Leu-Met-Hi s-Asn-Leu-Gly-Lys-Hi s-Leu-Asn 
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-Ser-Met-Cl u-Arg-Val-Gl u-Trp~Leu-Arg~Lys-Lys-Leu-Gl n-Asp-Val-Hi s-Asn-Phe 
-OH(Lys 6 -PTHCL-34) (fc h )-CH) ; 

H-Se r-Val-Se r-Gl u-I1 e-Gl n-Leu-Met-Hi s-Asn-Leu-Gl y-Lys-Hi s-Leu-Asn-Se r- 
Met-Gl u-Arg-Val -Gl u-Trp-Leu-Arg-Lys-Lys-Leu-Gl n-Asp-Val-fli s-Asn-Phe-Lys 6 
-0H(PTHCL-34)(fc h)-Lys 6 -0H); 

H-Hi s-AI a-Gl u-G 1 y-Th r- Phe-Th r-Se r-As p-Val -Se r-Se r-Ty r-Leu-Gl u-Gl y-Gl n- 
Ala-Ala-Lys^lu-Phe-Ile^la-T^ 
(fc h)-Lys 6 -0H); 

H-Ofr-G^Thr/Tyr-Se ^ 

GJn-Gly-Gly.Lys6-OH (EMP-I-Lys6-OH); ~ 

M- L^Gly-GLy-Thr-Tyr-Ser^ Cy^Acm^h-Phe-Gly-P^ 
Lys-Pro-GJn-Gly-Gly-OH (Lys 6 -EMP-l-OH); " 1 

H- Lys6-Gly-01y-7hr-Tyr-Ser- 

Lvs-Pro-Gln-Gly-GIy- Lys6-OH (Lys^-EMP-l- Lys<>-OH); : 1 

H-Aib^is-2-D^a1-D-Phe-Lys-(Lys) 6 --NH 2 (GHRP-(Lys) 6 -NH 2 ) ; 

H-Tyr-Gl y-Gl y-Phe-Leu-Lys-Lys-Gl u-Gl u^ r ij >-Ly 

s-Lys-Gl u-Gl u-Gl u-Lys-OH) ; 

H-Tyr^ly^1y-Phe-Leu-Lys^lLH31u^lLM31u-Lys-^(Leu-^ y *r~y y »J y-Ly 
s-Gl u-Gl u-Gl u-Gl u-Lys-OH) ; 

H-Ty r-Gl y-Gl y-Phe-Leu-Lys-Gl u-Gl u-Gl u-Gl u-Lys-OH (Leu-o. > -7 7 «J >-(L 
ys-Glu)3; 

H-Tyr-Gly-<;iy-Phe-Leu-(Dpr) 6 -0H(Leu-^>/r 7 r *J >-CDpr) 6 -OH) ; 

H-Lys 6 -Ty r-Gl y-Gl y-Phe-Leu-OH CH-Lys 6 -Leu- jr. y^7 7 ij>); 

H-Ty r-Gl y-Gl y-Phe-Leu-Lys 6 -0H(H-LeiKx y *r 7 r V >~ L y s 6 ) J 

H-Lys 6 -Tyr-Gly-<;iy-Phe-Leu-Lys 6 -0H(H-Lys 6 -Leu- jr. y^ry T } ) >-Lys e -OH) ; 



(11) mm2 002-509082 

CI u-Hi s-Trp-Ser-Ty r-C1y-Leu-Arg-Pro-Cly-CLys) 6 -OH(GnRH-Lys 6 -OH) ; 
Glu-His-Trp-Ser-Tyr-G1y-Leu-Arg-Pro-C1y-CLys-G1u) 3 -OH(GnRH-(Lys-C1u) 3 - 
OH);^ {/ 

H-Ser-Va1-Ser^1u-I1e-G1r>-Leu4tet^is-Asii-Leu^1y-Lys-His-Leu-Asn-Ser^ 
t-GI u-Arg-Val -Gl u-Trp-Leu-Arg-Lys-Lys-Leu-Gl n-Asp-Val-Hi s-Asn-Phe-CLys-G 
l^j-OHCPTOl^t >-(Lys-G1u)j-0H) o 

[m&m 2 6] xm : 

fiN-a -ftfy^^f- Vim felt*?* y ~f \) >^L, i *L 

[3ff*£ 2 7] xfl : 

7 7'J ^S-fr, i*LUJ: «)@5E<bN-« -ftl7?yS»L, 
b) N- a -iIS^i*L, £*LKJ:^#fiig|N*j||*r*i-4iasS'fkT?>'» 



(12) 4^2 00 2- 5 09 08 2 

2 8] x*s : 

<7)^<r -ftS^^f K*Hfe-fk^^ KEyijH-Z-SSMic* y yi; dti 

tvzrv ^LTma^^f- KEyiWft^ttii-c, lew* j: 

[W*^ 29] IS: 

im*m 30] x*i : 



(13) ^2 0 0 2-5 09 0 8 2 

[ ft 3c M 3 3 ] H-Trp-AI a-GI y-Gly-Asp-AI a-Se r-Cl y-G"l u-CLys-Gl u) , -OH 

H-Trp^l a-Gly-GI y-As p-AI a-Se r-Gl y-G~lu-(G~lu) e -OH > 
H-Tyr-Gl y-GI y-Phe-Leu-CCI u) e -OH, itc\i 

H-Tyr-G1y-G1y-Phe-Leu-(Lys) 6 -OH, & X Xfm¥±lfr& ? H & tl#, 

[i^3 5] H-Trp-AI a-Gl y-GI y-Asp-AI a-Se r-Gl y-Gl u- (Lys-Gl u) , -OH 

H-Trp-Ala-Gly-Cly-Asp-Al a-Ser-Gly-Glu-CGlu) 6 -OH, 
H-Tyr-Gly-Gly-Phe-Leu-(Glu) 6 -OH, % £ & 
H-Tyr-Gly-Gly-Phe-LeiKLys) e -OH, 

[St3fc3C3 6] HIV, fc, ££K i^JflLM, T 

<tEyijZt **L*jfi5>5fc-t-4«*#K«:^i-4 CfcSrff 



(14) #^2 00 2-509 0 8 2 

Leu, Ser, Thr, Tyr, Asn, Gin, Asp, Glu, Lys, Arg, His, Met, Orn, £ £ yf 
-NH-CCR 1 ) CR J )-C(=0)- CD 

Q- 6 -T^^)U, Q-s-T^^r — />n^>, KKD^'a 75 7, ->77, — 
•Cam $ *LT V> T 4) <fc V» * 4 V» tt £ «t 0* tit* *L fb A'fi^tilt^S^ t 

KSMWS«txH7r'J y<D*mMb<DM<D}£tt, ^50rWoij y 

+ ->^yf^-b*Ai/:(in^->>7 5 7^^f ^-ift'Mfl. I, 4^5: < 
tt>%)2, #4 L< ti^fc< fctl&3, 4?fc< £ t*&5, <fc L<{4 

* Jtr * o * »Wi- * «> rft □ » 1- RJOtai *l * • 

: id-CZ^AIa, Leu, Ser, Thr, Tyr, Asn, Gin, Asp, Glu, 
Lys, Arg, His, Met, Orn, £ J; or-jR3;I<0 7 = j I «9 

tl& : 

-NH-CCR 1 ) CR 2 )-CC=0)- CD 



(15) 0 0 2 - 5 0 9 0 8 2 

SUT^Ttiv^, * 2, n tt R 1 £ J: tfR? tt-t *i t, *«ite#-r *> IfcfcK^ t 

M»«f?8E4 , -C*fjPH7.4, ^37<CK;fcv>T, * % VMi jfiLft 4 tiifllfS + T * ** 
< <b <b&7, fl|;Ltf, /|?fc< t flJ/Ltf, < t fc&lO-C&ajK & 

l&ai*r«iafc-ra*jSfe : ££-eZjiA1a, Leu, Ser, Thr, Tyr, Asn, Gin, Asp, Glu 
, Lys, Arg, His, Met, Orn, £ «fc tf-jifc£l<?>7 5 J »JMfc*fclft*» «t «J 
: 

-^^H-CCR 1 XR J )-CC=0)- CD 
sfc»K R'isiO'R 2 {±*^> Q-6-T)i^)K 7xr.;i/, is J: 0*7 * ^;v-/ 

■em* $ *lt v> T >b «t * & v» tt R 1 J: tf R J fi * ti & ^B^f - 1 



(16) <®$k2 002-509082 

^ Kffi#-*<a S8 1 * )V * > |fc W * ;u * > 4 fifigg * > S5c ffi ^ 
* v> * 4 v> tijflilSi 4 fc ttjfiijfr *y< 7*f- ^- -tf A$ fctf n ^ -> > 

s^zfTy-wtgrn-rz t ^< t #4 l< n^* < t i>$>3 

fas, Mx-li, t k&10-e£4 7K *4v>ttXri«£nfi9fc(ftC3*L*v>fc § 

: i^-eZfjAla^ Leu, Sei\ Thr\ Tyr\ Asn, G1i\ Asp, G"lu, Lys, Arg, His, M 
et, Orn, * J: cr-jR^Io r 5 J: 4 : 

-NH-CCR 1 XR 2 )-C(=0)- (I) 

, y77, - hn, £ «fc cf* ;v***->j^fbJ&4^ J: <9 ft4 l ~ 

Ci-6-t;v*;k C2- 6 -7^-;k Any>, tKn + v', 75A ->7A 

$ ttT v> T i> X v> tf\ $> 4 vMiR 1 £ J: # R? tt tt ^-^1- 4 #*JR^ 

2,4-->' T = y 7^>f^J:0 i 2,3-/7 5y /n;r/|«L ; ^LTmr 
Ktt-fr-ft© h )£« * ;v * > life m * ;we ^ 4 I4)£ ft * ^ * > ifc ffi 
K<7)#MM to ra^Jtfi, #ej50iM©ij >m^MW4't : ^P H7 - 4 , ^ 37< C 

t is ^ t > * * vm4 jm* 4 I* m» + -e* /u -> ^ y f - ^ - -t* ^ t4 d ^ -> 

#j3, mk-K, >P%< t =b^5 v j; t < I4/|?4< t ^^j7, ffflit»f, 



(17) #^2 00 2-5 09 08 2 

ne>oW^;i/^JfiD-r^>^te : £ CL -C z ti A K Leu > Ser, "nr\ Tyr, Asn, Gin 
> Asp, Glu, Lys, Arg, His, Met, Orn, £ X ^-^I^T 5 J WL%.$Lfrh$LZ> 

-NH-CCR 1 ) CR 2 )-C(=0)- CI) 

5£+> R 1 £ <£ R 2 itfc^, Q- 6 -t;i/^jv> 7i^;k isX Tfyx.~)V-y. ■f-frit* 

hn, £ J: if* J: »9 *i& l - 3jg <*>it&& 

-em^ $ *l T v> t & <fc v> tX * £ vMi R 1 £ J: tfR 2 fi^ *t lb *«i|g#i- & iitlSf t 

fi\ 2,4->* T = y >K£J: ^2,3-77- = y/a/r/i^jj l ; LTHirfS 
Tft^-C**JPH7.4^ ^37"C{C£V>T^ & & S liJfiLfif cpT# 5"* 7* 

#4 L< »i/J?fc < i: fc&3, /J?£< t ^£,5, j; 19 t < fi^fc< i * 

~20 T = ;m<D&&ft&mZt*&A,X*%Z>m&foV>tfim I ££-CZ ( 2A1a, Leu, 
Ser, Thr, Tyr, Asn, Gin, Asp, Glu, Lys, Arg, His, Met, Orn, is <fc t/— fet 

-UH-GCR^CRO-CC^)- CD 



(18) ^2 00 2-5 090 8 2 

T-m& $ tiT ^ T <b «t * * v^i R l ft <£ 0 s R 2 fi * *i & SUKK^ t 

»4 t< i±4?*< * <>&3, mx-a. ti>m\ i^n< i±4?fc< 

Ttfi^-T^^te : ii-eZfiAla, Leu, Ser, Thr, Tyr, Asn, Gin, Asp 
, Glu, Lys, Arg, His, Met, Orn, J: Cf-j|^I©T 3 7 J: 

-NH-CCR 1 ) (R* )-C(=0)- CI) 
jS^K R 1 * cfcf/R'fiTic^, Q-.-TJi^iK 7s-)K ft «t 7 * 

, ->7A -hn, ft J: V**?>ri6*»J: <9 1 ~ 

H^S&&^it8l3:K.TV>T'b J: < > ^LT7i-W itf7x^J^f;Hi 

T?S& 3 *iTv>T J: & & v> fiR 1 ft <fc O* 2 tt* *i f>*««S^-T &8tmm? t 



(19) ^2 00 2-5 09 0 8 2 

7"f - y - -if * \t n -> v r 5 y ^ y ^- -ifT&st iii, 4? £ 

fe<kBey!(Zfc Sr^^-cariHE^fr^ttffl : £ .T^iAla, Leu, Ser, Thr, Tyr, A 
sn. Gin, Asp, Glu, Lys, Arg, His, Met, Orn, £ «fc tf-^I^T 5 y 

-NH-CCR 1 ) (R 2 )-C(=0)- (I) 

■cflEfc ? tt-r t t> j: ^ as * a v> «t R1 & i ^ R2 ut * *i h zstftBL^t 
»*, 2,4-*; r 3 y^/I*J:^.3-y7 5 yT'n/r/I^L ; ^LTfltria 

<£*>&2, jff t< lt'J?%< ti>%j\ Wx.lf, /J?fc< fcfci&S, j:J9fiF$L< 
tt4?fc< i: fc&J 7 , 'P*< k *>#A fli*.!*, /J?fc< t fcj&lO-e&j&tfs 



(20) 0 0 2 - 5 0 9 0 8 2 

ifcSr-g-tr, ££TZtiAla, Leu, Ser, 

Thr, Tyr, Asn, Gin, Asp, Glu, Lys, Arg, His, Met, Orn, £ J: CF— jR^I^T 

-W-CCR'XR^-CC^)- CI) 

bn, x;v*y, feJ:?/*^** J: ^jglRStis i ~3®<?>®&& 
-e§& 3 tLT v> T >b ct v>tK * 2> vMi R 1 £ i W ti tt £> i>m&-t & BtM U.=f- t 

*J\ 2,4— ; /7 5 y y^^m*3«t ^2,3-/7 5 /ynyO»*ML ; ^LTmrffi 

ki^#^^«i t * ^ 7f f - i <D*mmt<vM<Di£tt, m 

*-e# -ifAf t(in^y>75M y-v -eftka-rs t 

**v»»ifl(r|E^&«i|iPa9tiRJl2**L*v>fcS, miB^T*^ K*##»i Jlil 

fcSr'&A/-C'5:*ffi^'ftO«Iffl : -T£-cZf±A1a, Leu, Ser, Thr, Tyr, Asn, Gin, 
Asp, Glu, Lys, Arg, His, Met, Orn, ^ ^-^1^)75 



(21) «fS2 00 2-5 0908 2 

-NH-CCR 1 ) CR 2 )-CC=0)- CD 

h$LZ>U£ *)a#^$*t % ii-eQ-.-T^^JHi^nyv, t Kn*->, 75 y 
, ->7y, - fn, y.jw*y, £ <fctf#;v#*v'j^£>j£&?£J: ») its l ~ 

tf, 2,4-^x5 / 7*^ J: ^2,^7 5 / ^n/r/t^M L ; * LTHtrfE 

if* l < »±4?fc < t tm?, < t t>m*. mjut, < t t^io-r 

-*-*£fc*3tr, : ii-CZfiAla, Leu, Ser, 

Thr, Tyr, Asn, Gin, Asp, Glu, Lys, Arg, His, Met, Orn, &&&—10&I<OT 

s y«J£tetf*e>jft Sit* : 

-NH-CCR X ) CR J )-CC=0)- CD 

, ->ry> - ho, ywv*y, J: trj!NV#*->j&* ^ fi^Sfi* 1 ~ 

Q-6-t;w^t;w, Ci-.-7;v$--;w An^y, t Kn + 'A 7 5 y * ->7A - 
hn, *;p*y, is ;w#r <bi£&S¥ J: V) it& l ~3fioiB3ftS 



(22) ^2 00 2-5 09 08 2 

xmm $ ft x v> x i> * ^ as & * ^ ti r 1 *3 <t a* r j ti * *i t, #-r & jk ^ t 

»f, 2,4-y' 75 ;rr/I^J:^,3-y'75 / ^n;^«Bd5L ; •£ bruins 

m<a££ftEajZfc£^T**«##Offiffl : £ £-cZf±Ala, Leu, Ser, Thr, 
Tyr, Asn, Gin, Asp, Glu, Lys, Arg, His, Met, Orn, is <£ Tf—ft£gJ-<7) 757 

-NH-CCR 1 ) CR 2 )-CC=0)- CD 

5$(K R 1 R 2 fi;fc ft, Q- 6 -t^^;v> & i^i-^f W 

*m<r>W&&XW&2 fLX^X t> J: < , f LT^i-^fcit^^i-^f ;Hi 
Q-f-T/U^JK Q-i-T/W^ — JW, /nd^>-, t KD^->, 75;, y7A - 
hn, x;w*y, £ «fc V s ij A/#*5/3&»fejft*W £ <9 ti& 1 

ft * -e % >v 5/^5 y - -if a^ ^(in-r ->>75 y^y^-y- -e-eftS-r & 



(23) #^2 00 2-50908 2 

tl.it HIIR»#Srf&«f^4^ : £i-cZ}±A1a, Leu, Ser, Thr, Tyr 

, Asn, Gin, Asp, Glu, Lys, Arg, His, Met, Orn, X CF-ft^^T ^ J 

-NH-CCR 1 ) (R 2 )-C(=0)- (i) 

j&*<bJjfc4»J: V) it, iitCi-.-TJ^JHi^nrv, tKn^y, T ^ 
y, ->7A -hn, J3 «fc 5& ;i/#*5/;3*&ffi4W J: ») *14 1 

, - fn, v-^£>)&4g£ «fc »j SKS it 4 l ~ 3®c7)fi 

&&-e^&SitTv>T& Jrv^s vwi^ij J: tfR 2 ii ^ it krt^^-r 4 

ItrlE^T"^ Fl^ftw^ilt K*>¥*JWi<0M«>JtMU 
^,5QlMo0 >»Jfi««f«[tfC*&PH7.4, & 37<C K j3 V> T , * 4 V> li« t l± JllL 
m$>-?% frtf^i/^T'j-y-irkt tz\±Vj yV75 y ^^^-^--If-eM-r^ 

«J$P* L < < t <b#}7, «>ttf, < t && 9 > fl)x.tf> 4>£< 1 fcift 10 

**^Mi*a^wmi4^^f-KX*«jipfi«ji*iftJK$*t*v»t mis 
*##i±»TO#*j&*r*^ie>i-*«i*-cftpa9tiRtts*L4. 

-•?Zb &m&fc<Otiim : ii-cZfiAla, Leu, Ser, Thr, Tyr, Asn, 

Gin, Asp, Glu, Lys, Arg, His, Met, Orn, J: tf— jR^I^r 3 flMMfctf»& 



(24) #^2002-509082 
-NH-CCR 1 ) CR 2 )-CC=0)- CD 

5£<K R 1 £ J: V s * (i*^ Q-6-7;w*;K is J: UPy * ^v-y f-;i/tf> 

, y77, -hn, 7>;i/*7, *3<kO J ?t;;i'5K^r^^ib^*^«k *)M$l2fi& l ~ 

-c~m&S tiT^Tfc «t v^s v^iR 1 ^ J: tfR 2 li^tt fca%#^*R&iry- 

mi&j&ffim^-e&rH 7 -^ m&vte&^x, *>h\**Ktimt 

t i>m2, «f* t < a 4?* < 1 *>ft3, < t i>m\ x nut t< a 

'p* < t i>m?, witf, 4>fc< t *»*ti9> 4>£ < t tiKjio^*a*N * 

% Leu A Ser\ Thr\ Tyr\ Asn^ G"lr\ Asp^ Glu^ Lys^ Arg N His^ Met^ Orn, £3 J; 

D f -*£j£;l?>7 5 /SW«4iJ: !>»aRS*L* : 
-NH-CCR 1 ) CR 2 )-CC=0)- CD 

, -/77, - hD, ^JU*y, j3cfcO f #;i^*^£j&&^«fc 1 ~ 

Q-e-T^^^, Q-«-7^^-=-^> ^or/, tKn^y, 75 7. ->77> - 



(25) ^2002-509082 

-cmm 3 it T v> T >i> J: v> & % vMi Rli3 J: tfR 2 ti ^ it h wm&t ZSk^W.^t 



(26) ^2 00 2-5 09 08 2 

[0 0 0 1 ] 
[0 0 0 2 ] 

SwfcfeC, 4S-^«8&»itf LiftiJIS^tLTSTV^fto iHt, "C^Ktt&a* 
tzt^X^f- KttftPSWfc, *4g||4-e, JFFflU isit/jfo. 

[0 0 0 3 ] 

SfiO##:fclftfci3v>TftiiS;fcTV»* : Prokai\ 1997, Exp .Opin. The r. Patent 7 
: 233-245 ;Tamai ^ 1996, Adv. Drug Delivery Rev. 19:401-424^3 X C^Zhou {ft 
, 1991, Int.J.Pharm. 75:97-115) 0 lo«77*n-f li, 7Vi T <7 fcf 

[0 0 0 4 ] 



(27) M2002-509082 
:fcflcK33V>T#E»!$*lTV>;& : Zhou ftfe, 1991, • Int.J.Pharm 75: 97-115) 0 d 

/iCTSa<^##Xlftt-*v»T«t«IS*LTV^* iZhoujtfe, 1991, Int.J.Pharm. 75: 
97-115) c «|iiBJft**J:0 J lliH-»*'a*i-*« L*L**<fe. iii:iltl 

[0 0 0 5 ] 

eu^L-Leu-ea^L> * Lt*^*'* y*Sl^f ^7 5 ^*#ljp-t* i £ «t 

ffiKULXX ty&fcK-tZ t Tamai fife. 1996, Adv. Drug Delivery Rev. 1 

9: 401-404fcfa« $ *LT v> 4 « 
[0 0 0 6 ] 

Hft^ryn-^ii*^ ^t 5 ^ K w^jft *>„ d T 7* n - ^ , jfn. 

ffHh? K*fc»±^ >^*s r^* K# 

W098/22577-^ t c|i, T!e^^^-r^> T^^b^^KJ fcliifA-f * 

iPtital- tlX\<*& : [CG1y a )XCG1y b )Y[(G1y c )Z]n, iifX, Y, 

[0 0 0 7 ] 

#B#fff&5,545,719^- { i, ««|figfi*]|iflj«fC§*^>y«^a7 9^^ > r 



(28) ^2 00 2-5 090 82 

n**f->, # A (ncam)j3 j; tf-i^ >- v * >")^^^ ? ^T*3 «9 > icoJ:-^ 
li £ U m<D?>'*?Mifcii;#? y * 9 M SBfrK * -f 2> 

[0 0 0 8 ] 

p-ify? Y'y -tr\ RNt - -t~A£ £ xf~y a- K-=E (pseudomonas)jc^- y 

y/ijy Fawell <ffe, 1994, Proc.Natl .Acad.Sci .USA 91:664-668 

i:|*$*ltV^o - fi±Tat-C37-72), Tat-(37-58) £ «fc a»Tat-(47-58)£^, 

fi4iH1il*$*itv^, #D (L-'J s yy) ttzlttf*) Q--T)V^=.y) £ 
[0 0 0 9] 

W097/24445-f-^(i, r;v:7*3 > *3 «fc O'fifc^*;^ > f it fit-eat t><?>&.mM<nm 
T/U^?>0»» (oncotic), y K*S^lsJ:0'*^IS«l14R*^-r*"C* 

*h o 



(29) ^2 00 2-5 09 08 2 

[0010] 

W098/28427-5§-KfJ % Fc-OBgfc^ ? **9&im7fiZ *LTV>*> 0 F W^O/ 
[0011] 

£ fcfifel^ifinLr^T 8 ?- KT^-n-^^Mit-r^ £ £ £^-T&o Greene 
-fib, J . Pharm. Exp .The rap ■ 277 : 1366-1375 ^ { $ „ TfB^flt* ?)^ > ^ 7 7 'J > 7 
to-^yn K77 ^^«ffl-r^>fiff^*^IS^?tLTv^ : CD-Pen 2 , D-Pen 5 ] 
1^77'^ (DPDPE)^ J: 0 s [D-Pen 2 % L-Cys 5 ]x>^7r'J> (DPLCE) , ^ £ DP 
LCE-Arg-PronAX DPDPE-Phe, DPLCE-Phe, DPDPE-Arg-Cly, DPLCE-Arg-Cly, DPD 
PE-Phe-Ala-NH-QH 13 % DPDPE-Phe-Ala-OONH, 0 DPDPE-Arg-Gly£|$£#|.L,£:> 7r 

u-y<oKi&fr<o*m&\*mc&m± «? fc$iv>o #1372^--^ ^2^ {C (±, r 

+ TffiV>¥*»*#-r*J fc?a*»*LTV»*o ^gl#^^ 4 .724,22af-^ t ± > 

h u^y?- k«***-t*o *s#iff£ 4 ,542, 

h<Dl-o & /< y y u -> y T V ? =f - X r & o 
[0012] 

il^#l^(±5®PCT/DK97/0O376CBjarne Due Larsen^ j: tMrne HolmD^fi, 3gS 



(30) ^312 00 2-5 09 08 2 

&TKm&2*l?z¥$>mZm-t&Z.ttf&ii!,ZtltZo ZhK, PCT/DK97/00376k 
1t&ygk Uf), -r^fe*.^ DSIP-CLys-C1u) 3 , D5IP-(G1u) 6 , Leu-j. y 7 7 ij 
[0013] 

[0014] 

itrNslCSBlc^^T, iS^££5E-fk^:/^ KHB90K.tt-frS*4 £ t H <fc 
[0 0 15] 



(31) ^2 002-509082 

?)#T 5 y S^XfiAla, Leu, Ser, Thr, Tyr, Asn, Gin, Asp, G"lu, Lys, Arg 
, His, Met, Orn, «fc V-lB&frDT 5 ^ «t «9 3 *l 

& : 

-NH-CCR 1 ) (R 2 )-C(=0)- (I) 

, y77, ~hn, ^wy, £ Jia^JV^v^EE&^J: 1 ~ 

-eS^ 3 *lt v> x i> n ^ ^, & & v> fi R 1 £ <fc O'R 2 H-e *l e> £ R^Sf £ 

tf, 2,4-i y^^>m(Db")i3J:O f 2,3->' T 5y T'nyA'ymCDp^^^t I 

tijflLiK i £ fijfitfff *-e# ;i"K^r i"<-f*j- y- -tf Af 7t fi a -f > r 5 j 

[0 0 16] 

H-Trp-AI a-Gl y-Gly-As p-AI a-Se r-GI y-GI u-(Lys-Cl u) , -OH, 
H-Trp-AI a-GI y-Gly-^Asp-Al a-Se r-Gl y-G1 u-(G"l u) 6 -OH, 
H-Tyr-Gly-Gly-Phe-Leu-(G1u) 6 -OH, 
H-Tyr-G1y-Gly-Phe-Leu-CLys) 6 -OH 



(32) ^2002-50908 2 

[0 0 17] 

citi»o #L<{±, *%>mit, Tia^^fe. ^ffl^i^^^w-r^ : ■!-> 
*«>Zfc ^:H.£#g<ti-&iaM£#K&-5-l-&£ i: frhtez. . 

jfctb * /i"* > £ fij&g* > fitm^T 0 ^ K i , EES * > <?)#tffi *Mi$k-t 

* ;w * y<r>WL ffi * f!l SKt & tz tb K t & m MM® *m&-fhtz ib<o mt 
fc<0&m ; ™P-1 (.x'J hnsK^fxf>i|?'/;\7f 1) M^nf^ 
l/^)\s*m\\?&tz&Kmj)m<7>Zkfrh%Z>®,&fc*, Z*l*'&mk-t2>&tfC 

^ n tf > (?) Srttinl-a £ i: <fc o T^jflL?rr&*i-^ feft fcteffl-*-* ESI 
CO ^ ffi $ tz litem K £ v> T « ffl -f £ IS ^lafig « £ ttjft"*" & * <DffiUm&#<V& 

m : ^yvaifym^-f^-v-^t, &Lffiw*fr&m$-r&tztt>Km%)&<DZb*'£ 
-rz>fzz><Dmn.m&i£<D$im ; T^rmim^??- Ft> mstkul-*-**:* 

fc:^r8&*<*>Z**e>*»K jSjfiLN<®#j|ift2*!|£ LT#IU^i^^ K<z># 
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[0 0 18] 
[0019] 

TflBOlig35»fe**»ii^DNAttlfK:J:»J«fSaia*fl9C 

[0 0 2 0] 

o 

[ 0 0 2 1 ] 
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*$kwv>m&K&^x, mm rr^Mj ^ xtm&&te-£x*wmm 

UM2*lX^&, MMtimmZ tltzT $ J »*'§L-g-r* :M.Bodanszky ; j 3< };U*-A.B 
odanszky, " The Practice of Peptide Synthesis" , ||2)Su Springer-Verlag 
, 1994, 3s X V s -J ones, " The Chemical Synthesis of Peptides" , Clarendon 
Press, 1991 G 
[0 0 2 2 ] 

fe»^«j»iiSti-C**o ^S^W^tt(±in vitro, in vivof fctfex vlvoj-fc^ 

T^n^*LTv^#^W in vitro, in vivoj fcliex vivor-y -b-f fc-fllffl LXTv 
[0 0 2 3 ] 
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5 y mmmKttfc-r&M&Z^-r&o &&v>^ Xfi^es, eo, 55, 53, so, 

45, 40, 35, 30, 25, 20, 20, 15, £ ( ilO T = y fefig (9 , * LT4?4 

[0 0 2 4 ] 

*^<7) JgSi * ;v jK ^ #8 £ if , Leu-a. > 7- -7 7 t; > (H-Tyr-Gly-Gly-Phe-Leu-0 
Y -> > CCys-Ty r-I1 e-GI n-Asrv^ys-Pro-Leu-Gly-MH, ) £ LT#ftt S tf\ * & v> 

> Mx_»f, r/^'J is htj: -5 eft * 7 r>f KaMB*-a-^ri-*ifc 

[0 0 2 5] 

^a^W^tt*^7f- Ktt, TffiO'*:/*- K^?>fifc*»J: t9S3Ri-&£ i: *> s 
T£2> l J^yf 7 T } ) Leu-jn. > 7- -7 7 ij > , Met-o. >^7r'J>, T > 

/N-7-b^^>, ■TA'^BIRiB&^T'f- K, tftKhne^M*^^, Mil 

fr* y d- 34 )> h^'/^-fi'J Fn^xf> (Wn'ghton 1996, 
Science 273:458-^63 t c|a^ ZtLX^Z \ #KB/IP-1, ], 1; 7 Am«Mlfcif 

jptt^^f- kcanp, anf\ t hja^ h v ^ ^mmmmm^y^- foibnp), -t? 

ntfy, # ^ * -r > >\ —a. - n 7 -f -> > > i?7^ ^T^'J>> 7 h 'J 
^T^^I, 7h'J^7'f , /II, 7 n;^-A5^>III, f;Hjl/7r/I, 
7*;p h ^ y 4 y II, AVFi/V, 77f-f^->, f-f / f-f^^7 
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LHRH, fe»JfnjS4^;P^>CMSHX 7*7r- 

MSH, ^jUi^ya V- h^:/^ K> J 6^ t J>> ~ jl - n * >A .r^-n^ 
^>B > - ^ — n ^ v > B > ^a-n^y> c , - n ^ v > za-n^7> 
^a-n^y^ -o.-n^-/^KK, :=. a. - n ^ K\ TSfrTf^ U 

77^>xK, h n e ^ffl^v^^ORH), h^7-f 
vCMIF-l)^ hn>#*^xf ^/rtn-^, #tdAF 12505(Ile-G1u-C1y-Pro-Th 
r-Leu-^rg-G1 n-Trp-Leu-^la-Ala-Arg-Ala)^ 4 y ^ \) > g£ -gig ^1(57-70) (Ala-L 
eu-Leu-GI u-Thr-Ty r-Cys-Al a-Thr-Pro-Al a-Lys-Ser-Gl u)^ 4 y 7, U >S;gS?-I 
(30-41) CC1 y-Ty r-Gl y-Se r-Se r-Se r-^Arg-Arg-AI a-Pro-Gl n-Th r) ^ ^ y ^ g ygfcjg 
g^pl (24-41) Oy r-Phe-Asn-Ly s-P ro-Th r-GI y-Ty r-GI y-5er-5e r-Se r-Arg-Ar g-Al a 
-Pro-Gln-Thr)^ ^y^ij >^^g^II(33^)(Ser~Arg-Va1-Ser-^Arg-Arg--Ser-A 
rg\ >f ij > fifeg [tyro] gj-- 11(33^40) (Jyr-Ser-Arg-Val-Ser-Arg-Arg-Ser^ 
rg\ ^>x l J >^gg ^ II (69-84) (Asp-Val -Ser-Th r-Pro-Pro-Th r-Val -Leu-Pro 
^sp-^sn-Phe-ProH^rg-Tyr)^ jjftg* > (GH)Jfcth^ 7^ K-6(GHRP-6)(His-DT 
rp-AI a-Trp-DPhe-Lys-NH 2 \ ^-^ y?~u4*y I (163-171) (Val -CI n-Gl y- 
Glu-Glu-Ser^Asn-Asp-Lys) > ^^^-^ y ^ — n ^ 3r > 11(44-56) (Ile-Leu-Asn-G 
ly-ne^Asn-Asn-Tyr-Lys-Asrh-Pro-Lys-Leu)^ 4 y $ ^_ n 4 3r > II (60-70) (Leu-T 
h r- Phe-Ly s-Phe-Ty r-Met- P r o-Ly s-Ly s-AI a) % ^ > v > -4(GLP-lx ^ n — 7 ) 
(Hi s-Gl y-GI u-Gl y-Th r-Phe-Th r-Se r-As p-Leu-Se r-Ly s-G1iv^t-Glu-Gli4-Glu-A1a 
-Val ^Arg-Leu-Phe-1 1 e-GI u-Trp-Leu-Lys-Asn-GI y-Gl y-Pro-Se r-Se r-GI y-Al a-P ro 
-Pro-Pro-Ser-NH 2 ) > ^ 4r y V >-3CCLP-l7 ^ n - ^)(His-Ser-^sp-G1y-Thr-P 
he-Thr-Se r-Asp-Leu-Ser-Lys-Cl n-Met-GI u-Gl u-Gl u-Al a-Val -Arg-Leu-Phe-Ile-G 
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1 u-Trp-Leu-Lys-Asn-Gly-GI y-Pro-Se r-Se r-Gly-Al a-Pro-Pro-Pro-Ser) > [Cy s (Ac 
m) 2(\ 30] g gj^ C20-31)Cys(Acm)-Met-Hi s-Ile-Glu-Ser-Leu^Vsp-Ser-Thr 
-Cys(Acm\ \£ 'J jVy > (Hi rul og) (D-Phe-Pro-Arg-Pro-(G1 y)-Asn-G1 y-Asp-Phe 
-Gl u-Gl u-Ile-PrcX;i u~Cl u-Tyr-Leu) N t )i>u y-l D-Phe-Pro-Arg-Pro-(Cly)4-A 
sn^ly-Asp-Phe^lu^lu-ITe-Pra-Glu-Tyr-Leu^ Cgy ^- h ^ ^ h.WMW.^W^.^ 

Y (1-53) (CNP) (As p-Leu-7\rg-Val -Asp-Th r-Lys-Se r-Arg-AI a-Al a-Trp-AI a-Ar 
g-Leu-Leu-Gl n-G~lu-Hi s-Pro^sn-Ala-Arg-Lys-Tyr-Lys-Gly-Ala-Asn-Lys-Lys-Gl 
y-Leu-Ser-Lys^ly^ys-Phe^ly-Leu-Lys-LeL^Asp^rg-Ile^ly-Ser-^et-Ser-Gl 
y-Leu-Gly-Cys; yf;^ r ^ : Cys37-Cys53) > ["5 - ANPj (Met-Cys^His-v 

tr u ^.^r 1/ ;V Al a-G 1 y-G 1 y-A rg-Me t-As p-A rg-1 1 e-Se r-Cy s-Ty r-A rg % -j^f 
>f F^i#cys2-cysl3)^ >9y*>-n(4fc, MT-IIt Lt» *LT^4 , 7*7 
T ^SH4-10-NH2 > $ 7 ^^Ac^1e4-nAsp5-His6-O-Phe7-Arg8^Trp9-Lysl0) > 
>7iV7 7 1(TA1) (Ac-Ser-Asp-Ala-nA1 a-Va1-Asf>-Thr-Ser-Ser-G1 u-Ile-Thr-Thr- 
Lys-Asp-Leu-Lys^lu-Lys-Lys^lu-Val-Val^lu^lu-Ala^lu-^n)^ jv-yj/ 
H^f^-^VT'l/J/^ (POR-8)^ [Ph^ Ile3^ 0rn8];^ ry 7° V 
z/> t LT^J^tLTV^X Cys-Phe-I1e^ln^r>^y5-PrcKOrrHGly-NH 2 ^ -y^;i, 
y r .j K^^:Cysl-Cys6)^ ^-^ ^ lx*^ K (201-995) (DPhe^ys-Phe-DTrp-Lys-T 
hr-Cys-Thr-^- } \, ; * 7r>f KS8« :Cys2-Cys7\ jc^f- 7 -f K CINTEGR 
ILIN)^ * ^ h ^^{^W^^ K(CGRP)(Ala-Cys-Asp-Thr-A1a-Thr-Cys- 
Val -Thr-Hi s-Arg-Leu-AI a-Gl y-Leu-Leu-Se r-Arg-Se r-Gl y-Gl y-Val -Val -Lys-Asn- 
Asn-Phe-Val-Pro-Th r-Asn-Val -Gl y-Ser-Ly s-AI a-Phe-NH 2 ; -j^y )V7 y 4 :C 
ys2-Cys7) > ju> K^*7^f >-l Tyr-Pro-Trp-Phe-NH 2 ;j. > K^e * 7 -f >" 2 T y r 
-Pro-Phe-Phe-NH 2 \j e^>($^> * * 7 r ~ > ^ Phe-Gly-Gly-Phe-Thr- 
Gl y-AI a-Arg-Ly s-Se r-Al a-A rg-Ly s-Le u-AI a-Asn-Gl tt^D?)tlTV^)> T > 

^p* t y *s j a-i3)CAsp^r^^vT^ 

is)^ 7 Kl/y^y^'J > (1-12) (Ty r-Arg-Gl r>-Se r-Met-Asn-Asn-Phe-Gl n-Gl y-Le 
u-Arg)^ ifrFttflfcte'*:/?- K(MP)(G1y-Prc>-Hyp-Cly-A1a-G1y) > 
G(Arg-DTrp-(nMe)Phe-DT rp-Leu-Met-NH 2 ) > ^ > K 1 j v v v (Ile-Leu-Pro-Trp-Ly 
s-Trp-Pro-Trp-Trp-Pro-Trp-Arg-Arg-Nh^ ) > ;t X t~ ;t # Jl/y> (37-49) (Gly-Phe- 
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G1n-Clu-Ala-Tyr-Arg-Arg-Phe-Tyr-G1y-Pro-VaT)^ 3 9 *f- y 29(l-13)(G1p 

)-Gl u-Arg-Pro-Pro-Leu-Gl n-GI n-Pro-Pro-Hi s-Arg-Asp) > n ;V ^ jz, y > 14 Pro 
-Cys-Lys-Asn-Phe-Phe-Trp-Lys-Thr-Phe-Ser-Ser-Cys-Lys ; -j -9- )Vy r A : 
Cys2-Cysl3 > PD-145065(Ac-D-Bhg-Leu^p-I1e-I1e-Trp\ PD-142893CAc-0-Dip- 
Leu-Asp-ne-Ile-Trp), 7 4 -f\) j jf yjfc&j y \l \£ $> -^7°^- K (His-His-Leu 
_Ciy_Giy_Aia-Lys-G1 rW\la-Gly-Asp-Va"l\ \, y C93-105) (Asn-Val-Ile-Gl n- 
II e-Ser-Asn-Asp-Leu-Gl u-Asn-Leu-Arg) % CR 83074(Boc-Arg-Ala-OTrp-Phe-DPro 
-Pro-Nle-JMH, ), Tyr-W-MIF-iayr-Pro-Trp-Cly-NHj ), flJEp^JjH* > 
•ff- K (107-111) Oh r-^Arg-Ser- Ala-Trp)^ 7* y f>y;^^ (l-14)Asp^\rg 
-Val-Tyr-Ile-His-Pro-Phe-His-Leu-Val-ne-His-Asn^ n -i ^T'f- y CAc-Leu-Le 
u^Arg-CHO), £ X ^^flh<D^M^>mMi iz f± - h7tn-^ c 

[0 0 2 6] 

7>vy<Dm&K&^x, -?9jy*i)y\t, tzfz^<DT ^ ;wm&tzrt^ Y 4 
y^v y tm% ^ -f9 4 <; > 4x7)6307- 5 y smAia-e& 19 „ ^ttt 

£^Kfrtz^xmmm<F>mj)ts:mmt Lxmmztix %x^& 0 mmz^feKid 

foztitzo 3*>k, i* tziiZft-&±<7>Tz Fffi^mMztix^z, mx.a, 
Myczfix^z, mmmtoKWi®.*^??- vn> *tzttm&zfrfzm& 

#jfett£ L a L J^-f ; 00 x. f*> V7h^?fV coCys 2 ^ [CH 2 NH]Tyr J 7 n - 
o - ^Lei/ 0 [CHCOH)^ ]VaP 1 T * ? ^ ^ $ y n 7- T - -If CO ~ > »C # L X 

Mi^mmftmttTz twsimz titio -ht, ess r*«5fc*sfcttr9> 
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08x.»*, C-CHC0H)-N-) N C-CH-N-), jS «fc Z/m<0^<-y^ K*g£-«SL Wx.«T. c-c 
(=0)-N(CH 3 )-) % (-C<;=0)-0\ C-C(=0)-CH 2 (-CH=CH-) N (-P0 2 -NH-) N CSO-CH, 

[0 0 2 7] 

ttm.Vi<ot&W8kftfrm&. Mxif, jc-f-jK n-^ D e;v, -fy^ntf;w 

, n--7-f-;i,, s-yf-JK t-^f-ju^ n _^>-f-;K n -^^->^> n<%3f 

[0 0 2 8] 

TO##«^*#-r*l»Wt*#afc, Witar, e->K t'J/k Wt-jk 2-7 

■r — ->K -fy/f-JK 1-^ > 7=- — ^ v 2-,~? > x — ->W 4-^ >x-=-^> f-^ 
— 2-^s.^-t^.;i/ > ->^nAdf-(;;^ 2,3-^ ^-jy- 

[0 0 2 9] 

fflf§ r^fnr'j-jpj {4, mm> trait 3^***1- 4* 
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V »; Vf7 V "J * * -9" v T V 'J )K -f- 7 v 7 V U )V y h V 7 V* 'J >K 

[0 0 3 0] 

•/f- Ktt-fr#tfD85fl-C** 0 J: -5 fcg£ft«iIH^*#A-r*fc«>^ Zf4 

0 bM?LtbflZ>o tHT, Z{i*i!WlCt44-20 T 5 y R»gg. Wilf, 4-15 
75 7S»i|, J:>9»* L<f44~10, »fc4^7T5y«aa£©|fiH, M 

& 37<C M £ T , * % V^4 Jllltit * t4 JfiLtf + T * )V tf* V - -if (4 

D^>^7?M7'f^«ftlt4t I, Zfctt#L»V>i: 

19 fc> 4?* < t *>&2, Jjf £ t< f44>£ < t *>&3, tfljx.tf, ^4 < itft5, «fc 

#t4i&PiftKigUK3*i;g> 0 
[0 0 3 1 ] 

^7*- KEyyZ't'^T^ y«»£o#*»4, Ala, Leu, Ser, Thr, Tyr, Asn, G 
In, Asp, Glu, Lys, Arg, His, Met, Orn, isiWiffltJC^^TjEiLfc- 
j&5£l07$ y ®L «*.(*, y 7 ? / 7^ ^cliy 7^7 7n;ryf ^t,» 

ittlK?tlS 0 L<(4, 75 y$£§£f4Ser, Thr, Tyr, Asn, Gin, Asp 
, Glu, Lys, Arg, His, Orn, 45J:?/Met, «t ijjiff L< f4G"lu, Lys, fc«fctfMet 
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^^^^ KfiyjX(jaflr'bo»arfeL-T5 y»a>f>jsfc*a*, ±fo<D<*7* k«^# 

v>»i±i: LTD-T^ KK9ljZtJfc«LT^ L-r^S^ 

fig * ^ ^ K^J z fi#^Mffl Srffeif - fc ^-C § & £ 3 
[0 0 3 2 ] 

Lys-Lys-Lys-Lys^ Xaa-Lys-Lys-Lys^ Lys-Xaa-Lys-Lys^ Lys-Lys-Xaa-Lys^ Lys- 
Lys-Lys-Xaa^ Xaa-Xaa-Lys-Lys^ Xaa-Lys-Xaa-Lys^ Xaa-Lys-Lys-Xaa > Lys-Xaa- 
Xaa-Lys^ Lys-Xaa-Lys-Xaa > Lys-Lys-Xaa-Xaa^ Xaa-Xaa-Xaa-Ly s % Xaa-Xaa-Lys- 
Xaa N Xaa-Lys-Xaa-Xaa^ Lys-Xaa-Xaa-Xaa^ Xaa-Xaa-Xaa-Xaa^ Lys-Lys-Lys-Lys- 
Lys^ Xaa-Lys-Lys-Lys-Lys^ Lys-Xaa-Lys-Lys-Lys > Lys-Lys-Xaa-Lys-Lys^ Lys- 
Lys-Lys-Xaa-Lys^ Lys-Lys-Lys-Lys-Xaa > Xaa-Xaa-Lys-Lys-Lys^ Xaa-Lys-Xaa-L 
ys-Lys^ Xaa-Lys-Lys-Xaa-Lys^ Xaa-Lys-Lys-Lys-Xaa^ Ly s-Xaa-Xaa-Ly s-Ly s ^ L 
ys-Xaa-Lys-Xaa-Lys^ Lys-Xaa-Lys-Lys-Xaa^ Lys-Lys-Xaa-Xaa-Lys^ Lys-Lys-Xa 
a-Lys-Xaa > Lys-Lys-Lys-Xaa-Xaa^ Lys-Lys-Xaa-Xaa-Xaa > Lys-Xaa-Lys-Xaa-Xaa 
Lys-Xaa-Xaa-Lys-Xaa^ Ly s-Xaa-Xaa-Xaa-Lys ^ Xaa-Lys-Lys-Xaa-Xaa^ Xaa-Lys 
-Xaa-Xaa-Lys^ Xaa-Xaa-Lys-Lys-Xaa^ Xaa-Xaa-Lys-Xaa-Ly s ^ Xaa-Xaa-Xaa-Lys- 
Lys^ Lys-Xaa-Xaa-Xaa-Xaa^ Xaa-Lys-Xaa-Xaa-Xaa > Xaa-Xaa-Lys-Xaa-Xaa^ Xaa- 
Xaa-Xaa-Lys-Xaa A Xaa-Xaa-Xaa-Xaa-Lys^ Xaa-Xaa-Xaa-Xaa-Xaa^ Lys-Lys-Lys-L 
ys-Lys-Lys^ Xaa-Lys-Lys-Lys-Lys-Lys % Lys-Xaa-Lys-Lys-Lys-Lys N Lys-Lys-Xa 
a-Lys-Lys-Lys^ Lys-Lys-Lys-Xaa-Lys-Lys % Ly s-Ly s-Ly s-Ly s-Xaa-Lys^ Lys-Lys 
-Lys-Lys-Lys-Xaa^ Xaa-Xaa-Lys-Lys-Lys-Lys A Xaa-Ly s-Xaa-Ly s-Ly s-Ly Xaa- 
Lys- Lys-Xaa-Ly s-Ly Xaa-Lys-Lys-Lys-Xaa-Lys N Xaa-Lys-Lys-Lys-Lys-Xaa^ L 
ys-Xaa-Xaa-Lys-Lys-Lys. Lys-Xaa-Lys-Xaa-Lys-Lys^ Lys-Xaa-Lys-Lys-Xaa-Lys 
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, Lys-Xaa-Lys-Lys-Lys-Xaa, Ly s-Ly s-Xaa-Xaa-Ly s-Ly s, Lys-Lys-Xaa-Lys-Xaa- 
Lys, Lys-Lys-Xaa-Lys-Lys-Xaa > Lys-Lys-Lys-Xaa-Xaa-Lys, Lys-Lys-Lys-Xaa-L 
ys-Xaa, Lys-Lys-Lys-Lys-Xaa-Xaa, Xaa-Xaa-Xaa-Lys-Lys-Lys^ Xaa-Xaa-Lys-Xa 
a-Lys-Lys N Xaa-Xaa-Lys-Lys-Xaa-Lys, Xaa-Xaa-Ly s-Ly s-Ly s-Xaa, Xaa-Lys-Xaa 
-Xaa-Lys-Lys > Xaa-Lys-Xaa-Lys-Xaa-Lys , Xaa-Lys-Xaa-Lys-Lys-Xaa^ Xaa-Lys- 
Lys-Xaa-Xaa-Lys, Xaa-Lys-Lys-Xaa-Lys-Xaa, Xaa-Lys-Lys-Lys-Xaa-Xaa, Lys-L 
ys-Lys-Xaa-Xaa-Xaa, Lys-Lys-Xaa-Lys-Xaa-Xaa, Lys-Lys-Xaa-Xaa-Lys-Xaa^ Ly 
s-Lys-Xaa-Xaa-Xaa-Lys^ Lys-Xaa-Lys-Lys-Xaa-Xaa^ Lys-Xaa-Lys-Xaa-Lys-Xaa 

Ly s-Xaa-Lys-Xaa-Xaa-Lys , Lys-Xaa-Xaa-Lys-Lys-Xaa^ Lys-Xaa-Xaa-Lys-Xaa- 
Lys N Ly s-Xaa-Xaa-Xaa-Ly s-Ly s , Lys-Lys-Xaa-Xaa-Xaa-Xaa^ Lys-Xaa-Lys-Xaa-X 
aa-Xaa^ Lys-Xaa-Xaa-Lys-Xaa-Xaa A Lys-Xaa-Xaa-Xaa-Lys-Xaa^ Lys-Xaa-Xaa-Xa 
a-Xaa-Lys^ Xaa-Lys-Lys-Xaa-Xaa-Xaa, Xaa-Lys-Xaa-Lys-Xaa-Xaa, Xaa-Lys-Xaa 
-Xaa-Lys-Xaa, Xaa-Ly s-Xaa-Xaa-Xaa-Ly s , Xaa-Xaa-Lys-Lys-Xaa-Xaa, Xaa-Xaa- 
Lys-Xaa-Lys-Xaa, Xaa-Xaa-Ly s-Xaa-Xaa-Ly s , Xaa-Xaa-Xaa-Lys-Lys-Xaa, Xaa-X 
aa-Xaa-Ly s-Xaa-Ly s , Xaa-Xaa-Xaa-Xaa-Ly s-Ly s , Lys-Xaa-Xaa-Xaa-Xaa-Xaa, Xa 
a-Lys-Xaa-Xaa-Xaa-Xaa, Xaa-Xaa-Lys-Xaa-Xaa-Xaa^ Xaa-Xaa-Xaa-Lys-Xaa-Xaa 

Xaa-Xaa-Xaa-Xaa-Lys-Xaa, Xaa-Xaa-Xaa-Xaa-Xaa-Ly s , i tz (iXaa-Xaa-Xaa-Xa 
a-Xaa-Xaa A £ * -^^XaafjAla, Leu, Ser, Thr, Tyr, Asn, Gin, Asp, Glu, Arg 
, His, Met, Orn, £ j WHitC^^Tgi Lfc-»*I«T 5 J Wi, 9t*.& 
, Dbu4fc|jPpr^^jfti»j:^ttiru-ra«5«*L4o 
[0 0 3 3 ] 

-f* KEyijZiiffi l< 14^4 < *>lo<^Lys T * y i"5ff* L < 
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[0 0 3 4 ] 

OflUi, 01*. if* 0-ys) n -c&l3 , id-cn(±4~15(^$EH, Jfi L < {±4~10o$g 
ffilx.*^ 4~8co^H, #Kj&4~6?>$eH<o3g&-C* lj % «jttf, Lys 4> Lys 5 

. KE5lO«li, Witlf, CLys-Xaa). j^iiOCaar-Lys^-c^Jj, £ 

, LTXaajiSer, Thr, Tyr, Asn, Gin, Asp, Glu, Arg, His, Orn, 2,4—>* 
7?y/^>t, 2.3-/757 ^n^^m^iWfMetjj^jSriS^^firtra 
iR$*l& 0 J:^fcf£L<t±, i<7)«t -5 KEyflfck, flJjttf, (Lys-Xaa) 3 j 

^^CXaa-LysDj-e^, lg , - £^Xaa|iJtSEfci5V>"C5g|| LfcJt «9 "C* *J * 00*. tf 
, (Lys-Glu), £ ^{iCG1u-Lys) 3 -^^^ 0 Zt?)75 / K»l 2 o«075 / ^ 
S^fiMJW, KE9fl<0^O«lJi, ^J^tf, Lysp-Xaa, tfcjiX 

aap-Lys,,-^^ 19 , £ £-CP£ J: tfqtil~14<7)$&H<7>S&-t?& , fcrt£LP+<W44~ 
15(7)$£H % ft $ L< (4 4-10(7)^ tfflxJf, 4-8oj£H, i?!x.if, 4~6<t)||h 
, #1*4, 5f ^(46-c^ 19 , ^LTXfjSer, Thr, Tyr, Asn, Gin, Asp, Glu, Arg 

, H1si J j:U!Met^e>j S g4»J:»)SfeStUTatR$it*o i»)SfiL<l±> iwid 
tz^-f*f- KE8M4, mX-ii. Lys 3 -Xaa 3 f (iXaa 3 -Lys 3 19 , » £-eXaa{}j: 
fflfcfc^TfefcLfcii Wx.lf, Lys 3 -G1u 3 f ^fjG^-Lys 3 -e^^> 0 

[0 0 3 5] 

Z+W7^i»Si { 3o©||iJ;4 7^*!j>f,»?3*l4, MM*'*'?*- KE 
Bl<&ffillittx.tf, ^Oii*) : Xaa^CLysX-CXaa 2 )^ Xaa 1 -(Xaa 2 ) x -(Lys) y 

, (Lys) x -(Xaa J ) y -Xaa\ CXaa 1 )„ -CLys) y -Xaa 2 , (Lys), -Xaa 1 -CXaa 2 ) y , CXaa 1 ), 
-Xaa 2 -(Lys) y , Xaa 1 -Lys-Xaa 2 -Lys, Xaa 1 -Lys-Xaa 2 -Lys-Xaa 2 , Xaa 1 -Lys-Xaa 2 -*L 



(44) &%k2 0 0 2 - 5 0 9 0 8 2 

ys-Xaa 2 -Lys, Xaa 1 -Xaa 2 -Lys-Xaa 2 , Xaa 1 -Xaa 2 -Lys-Xaa 2 -Lys, Xaa 1 -Xaa 1 -Lys-X 
aa 2 -Lys-Xaa 2 , Lys-Xaa 2 -Lys-Xaa 1 , Lys-Xaa 2 -Lys-Xaa 2 -Xaa 1 , Lys-Xaa 2 -Lys-Xa 
a 2 -Lys-Xaa 1 , Xaa 2 -Lys-Xaa 2 -Xaa 1 , Xaa 2 -Lys-Xaa 2 -Lys-Xaa 1 , Xaa 2 -Lys-Xaa 1 -L 

ys-Xaa 2 -Xaa 1 , &XV*<o^ £ £W3 X xm±ml~>40>mme>9E9krC$> *) , 
fzLx+yi*m*:5-?$>y), * LTXaa 1 £ «fco?Xaa 2 fjAla, Leu, Ser, Thr, Tyr, As 
n. Gin, Asp, G"lu, Arg, His, Met, Orn, * y -fa 2,4-^7- 

[0 0 3 6 ] 

^y^- kehizkw Lt\ Fmmzvmtfutit.fr t trie® $ taz^&<DT 

-tftfr-ib, Ala, Leu, Ser, Thr, Tyr, Asn, Gin, Asp, Glu, Lys, 
Arg, His, Met, Orn, 2,3-->* T = /^da > SKDpr), 2,4--7 T = y y&CVb 

-f&T? y iJIS-CiSi t^ s #^.^tL^>o Chou-Fasman<7)7'yn-f-(Chou, P. 
J; yfFasman, G.D., Ann.Rev.Biochem. 47:251-276(1978))(i, §^75; 

Chou^^Fasman^flf^j cf|W«-f <fc 7 K> ffiw^^-? 

, 75 y»»2£liK^P«*Uf Ll*fco£fcfifcv> 0 CUT, ^-/f-KgB^jZ 
tU?>4^75 yK»36*/|N$V>ltspT*tr t^x.fcfU fit, 

[0 0 3 7 ] 



(45) 15312 00 2-5 09 0 8 2 

75 yBS^^wf KA*b&^75 ym^*^25%f T»a*i:^it^«j-e 
&t9#& 0 (r25%ji;(i % T^yf^Mto^Tf&t^, -T^=b*>, SU<7) 

is J: fll) o ^c7)J; ^ ^glJ^>T5 y^S{i Va \ I1e ^ prc \ phe . G1 y> Tr P 

[0 0 3 8 ] 

M7.^i/y $ titer )is*r-y<Dm$&±.<DM%W^^& j k2i£2>frs 

f- k@B^!JXf*io ¥z.fr<T>tnw 5 >il £te7x^7^>M<oiiifii±<7># 

[0 0 3 9 ] 

lo^^K^T^ Z^@B^iJf*IoX^je^$^r^oX < oN*C*«tO J /t tziiQlfi 
ffcliW^K, h'nmXteKlfe&Zit&frt'i frit, #5e?)^:/ 



(46) M2002-509082 

[0 0 4 0 ] 
[0 0 4 1 ] 

* - -> a ^ * y * NCR 3 ) 3 (R 4 )^ $ ti& *£t-& > i £ f-R 3 is «fc 0*R 4 Jim& 
Tv->^>Jg-e^)^) :" Remington's Pharmaceutical Sciences" „ ^17)gL Alfonso 



(47) ^2 00 2-5 09 0 8 2 

R.GennaroQg) % Mark Publishing Company ^ y 5/;i"*~7#K ^ h> 

^ 1985^ j$ XV X ^)M&C0Wi, i3 X If Encyclopedia of Pharmaceutical Technol 

ogy 0 

[0 0 4 2 ] 

H-Ty r-Al a-As p-Al a-I 1 e-Phe-Th r-As n-Se r-Ty r-A rg-Ly s-Val -Leu-G 1 y-Gl n-Leu-Se 
r-Al a-Arg-Lys-Leu-Leu-Gl n-Asp-Il e-Met-Se r-Arg-Gl n-Gl rv-Gly-Gl u-Ser-Asn-Gl 
n^lu^rg^ly-Ala-Argn^la-^rg-Leu-Lys^^ (GHRH(l-44)(^ h )-Lys 6 -NH 2 ) ; 
H-Ty r-Al a-As p-Al a-1 1 e-Phe-Th r-Asn-5e r-Ty r-A rg-Ly s-Val -Leu-Gl y-Gl n-Leu-Se 
r-Al a-Arg-Lys-Leu-Leu-Gl n-Asp-Il e-Met-Se r-Arg-Gl n-Gl n-Gly-Gl u-Se r-As n-Gl 
r^lu-Arg-£ly-Ala-Arg^la-Ar^^ (GHRH(1-44X£ h )-Glu € -NH 2 ) ; 

H-Lys 6 -Se r-Val -Se r-Gl u-1 1 e-Gl n-Leu-Met-Hi s-Asn-Leu-Gl y-Lys-Hi s-Leu-Asn-S 
er-Met-Gl u-^Arg-Val-Glu-Trp-Leu-Arg-Lys-Lys-Leu-Gl n-nAsp-Val-His-Asn-Phe-0 
H(Lys 6 -PTH(l-34)(^ ]O-0H); 

ti& : 

H-Ty r-Al a^As p-Al a-I 1 e-Phe-Thr-Asn-Ser-Tyr-Arg-Lys-Val-Leu-Gly-Gl n-Leu-Se 
r-Al a-Arg-Lys-Leu-Leu-Gl n-Asp-Il e-Met-Se r-Arg-Gl n-Gl n-Gl y-Gl u-Se r-As n-Gl 
n-Glu-Wrg-Gly-Ala-Arg-Ala-^r^Leu-Lys^^ (GHRH(l-44) Cti h )-Lys 6 -NH 2 
^1^:88); 

H-Ty r-Al a-Asp-Ala-Il e-Phe-Th r-As n-Se r-Ty r-Arg-Ly s-Val -Leu-Gl y-Gl n-Leu-Se 
r-Al a-Arg-Lys-Leu-Leu-Gl n-Asp-Il e-Met-Se r-Arg-Gl n-Gl rv-Gl y-Gl u-Se r-As n-Gl 
n-Glu-Arg-Gly-Ala-Arg-Ala-Arg-Leu-GlUe-N^ (GHRH(l-44)(^ j. )-Glu 6 -W 2 )(gg 
^j#^:89); 

H-Lys 6 -Ser-Val-Ser-Glu-Ile-Gln-Lei^t^ 

er-Met-Gl u-Arg-Val -Gl u-Trp-Leu-Arg-Lys-Lys-Leu-Gl n-Asp-Val -Hi s-Asn-Phe-0 
H(Lys 6 -PTHCl-34)C^ h )-0H)C@B^!j#^- :90) ; 

H-Se r-Val -Ser-Gl u-Il e-Gl n-Leu-Met-Hi s-Asr^-Leu-Gl y-Lys-Hi s-Leu-Asn-Ser-Me 



(48) ^2 00 2-5 0908 2 

t-Gl u^rg-Va1-G1u-Trp-Leu^rg-Lys-Lys-Leu^1rv-Asp-Va1-His-Asn-Phe-Lys 6 -O 
HCPW(1-34)C^ h)-Lys e -OH)C@fi?!|#-^:91); 

H-Hi s-AI a-GI u-Gl y-Th r-Phe-Th r-Se r-Asp>-Va1 -Se r-Se r-Ty r-Leu-GI u-GI y-GI n-AI 
a-^la-Lys-Gl u-Phe-ne^la-Trf>-Leu-Val-Lys-G1y-V\rg-Lys 6 -0H(GLP-l-(7-36) ( 
t > )-Lys 6 -OH) CBfiyiJ #-!§■ : 92) ; 
[0 0 4 3] 
[it 2] 

H-Gly-G)y-Thr-Tyr-Ser< ^(Acm>His-Plw-Gly-Pro-Leu-Thr-Trp-Val-C ys(Acm)-Lys-Pro- 
Gln-Gly-Gly-Lys6-OH (EMP-1 -Lysfi-OH) ( ffi^ijg-^ 93); 

H- Lys6-Gly-Gly-TIu-7yr-Ser-C ys(Acm>His -Phe-Gly-Pro-Leu-Thr-Trp-Val-Cys(Acni)- 
Lys-Pro-G!n-Gly-Gly-OH (Ly$6-EMP-l-OH) { K^llHr 94); 

[0 0 4 4 ] 

H-Ty r-GI y-GI y-Phe-Leu-Lys 6 -OH(H-Leu-.x y^ryy^y -Lys 6 ) ; 
H-Lys 6 -Tyr-G1y-Gly-Phe-Leu-Lys 6 -OH(H-Lys s -Leu- x. y^yy^y -Lys 6 -OH) ; 
G1u-His-Trp-Ser-Tyr-G1y-LeLHArg-Pro-G1y-(Lys) 6 -OH (GnRH-Ly s 6-OH) ; 
G1u-His-Trp-Ser-Tyr-G1y-Leu^rg-Pro-G1y-CLys-G1u) 3 -OH(GnRH-(Lys-G1u)j -OH 

);*s ixf 

H-Ser-Va1-Ser-G1u-I1e-G1n-Leu-Met^ 

t-Gl u-Arg-Val -G1 u-Trp-Leu-Arg-Lys-Lys-Leu-GI n-Asp-Val -Hi s-Asr>-Phe-(Lys-G 
1u) 3 -OHCFTHl-34^ ]s -(Lys-G1u) } -0H) o 
[0 0 4 5 ] 

[0 0 4 6 ] 



(49) ^200 2-5 09 082 

8Eti-&in*#^KttLT^& < t i*$>z>mmmn.-r & z t&xz & z. t , 

[0 0 4 7] 
[0 0 4 8] 

WKf£14&^7"?- K1t^#OfflfnI(i, ^Jfe^J^^-rin vitro^^T .y -t4 K J: 

ttfx&, ^xz.tit>zMm'<7?~ h**<Dttm-rz>mts£mi-z>z.tfrxz2> 

o 

[0 0 4 9 ] 

ttft^T 5 ?- K@2M<7)#^Cr 1/2 )*&*lcjtttn8«£ it^tlSii 3 



(50) ^2 0 0 2-5 09 0 8 2 

[0 0 5 0 ] 
[0 0 5 1 ] 

jffl»Hffi«i"*1n vitrois j;0«in vivo T y ^4 ^ffifcfcuT&a&Lfco 
[0 0 5 2] 

maL^W^fllt**^^ K^#«rS-^-r&C^Jx.^ gpfi5i:)tl>iW^i 

f-K*-6H*©^*< 2 %, 5< K^ 10< ^ 15 %^ 20% , 25% , 30%, 35% 

, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, 80%, 85%, 90%, 95% 



(51) &Wk2 002-509082 

[0 0 5 3] 

£< i: &^3f$ M , j; >j$ft t< I44?£ < t fc&4f$W> fairer, < t fc&S 
[0 0 5 4] 

p, &t> #mip Husrt) , ss», ®m±> #rt 

, ej*. mm, brp*k B«fl9jH*fcttWf«^fca'frLfc«»-c, t< 

4 <9Miti-^>>li:^-ei^) :" Remington's Pharmaceutical Sciences" , g^l7 



(52) ^2002-509 08 2 

jjjs^ Alfonso R.GennaroQg), Mark Publishing Company^ y ->;i/^^ TiW 

y( — ^ hy^ 1985^ £ j; y?" Drugs and the Pharmaceutical Sciences" series 
% Marcel Dekker 0 mf&Wtt. 'RfflcoJfcSk Wittf, # :/-tr )V<#J N i-n 

vow -mm, mmmt /tiiiiiffl^f r t ^-ei s 0 

[0 0 5 5 ] 

^t-t 1 ; > Set 7t(±-b;va coffin jc--r^-e* ^>o i&^il-ftc^faj 
fi, «^E^«I, fj-ym, 'J>fllK> BiKm> SW7 5>, #U 

* * ->xf v > £ J: c^tIct**)^ o 
[0 0 5 6 ] 

-?$>Z>Z.t £ S o @#^tl#^>* li& < mt-t& Ji#&25mg~#,lg-e& 
[0 0 5 7 ] 

ftKbftffi £ J: *) ftit -e§ £ fid * ®M \t T 15 fig ft £ -T a £ 
**-e#* : 37 :mmt&®CMmt&®itzit*<r>i&bLxnoomg; 3D -fK 

tfc-BMfc-Jr>f ^(Aersosil)1.5mg; -fcJl'n-*, ttt&lg (Avicel)70mg ; 

n-^^f A (Ac-Di-Sol)7.5mg; ^xT'J ^Iv^i^JA, rj-x <f V ^ : HPMC 

(5t?9nig ; 'Mywacett 9-40T(jtj0.ang ; 'T-b^-^'fb^y ^'J -b'J K\ 7^Aa 

[0 0 5 8 ] 



(53) #412 0 0 2-5 09 08 2 

+^#»Lfc*»wwtt##***"*-*it* f T**o fifrtt«in#J, fix. on 

[0 0 5 9 ] 

Lt, ^^4 4> Sftffi^TKf ^{i^5t^a^7K4 fctt^a-^* 
[0 0 6 0] 

K«<£#, *3<fc OTWfcfc. *3V>T, «t»«4*«l*©|»#«>J&*K*v»T, V 

[0 0 6 1 ] 



(54) M2002-509082 

[0 0 6 2] 

, jSSI^^f- K<X)^^fl5f^fflSr||}||-r*lll*K*v»T*^fl<if^ffl*5l»-r* 
ffi^LSd^, Wx.tf* fc: h^f&«E©fcae>wllia^fl<iKflMt*^^ 
K*-frfrW«J6*?XI6ti-4i. tt*5. l^oT^ *MtK2 

[0 0 6 3] 



(55) #^2 0 0 2-5 0 9 0 8 2 

[0 0 6 4 ] 

O 

[0 0 6 5 ] 

m.+zwffe**mtm&<oij&K&M-fz^ mu^^f- vm^it. 

v^m^mm&toKm'mz^^h'&mxzmmL, *?>m> ana 



(56) ^2 0 0 2-5 09 08 2 

[0 0 6 6 ] 

h ^jfc&SHT & i t § & CLiu <ffe % 1996, J .Amer.Chati.Soc. 118 : 307-312 & J; 
Ot Dawson flfe, 1996, 226:776) 0 T--t? *«Mfti:-r*^^f- 

an, 1987, Enzymatic Peptide Synthesis, CRC Press, 7a'J ^ffliK* U^f h > 
[0 0 6 7 ] 

SSe-ft^^f- KBEyaZSr-eeffl-r^Lys, Arg, His, Trp, Ser, Thr, Cys, Tyr, A 
[0 0 6 8 ] 

KEEN fllx.!*, M^OiS^ fllx.**, Myt^fifz^zff- tz\t 

N-7JKMt^yf Kje^*-s-tr asanas icfsift*^^'^ K^f>o^Kii^yf- k 

"C * 12 m ffl&ffi i %± K $ tz it fit, K ffl -r £ & £ v Mi 0& x. #flS J: 



(57) ^2 002-5 0 9 08 2 

[0 0 6 9] 

yf^, ^ac^'j^*-, fl!)x.»if, 2,4— >v KH'-kKn^ry-^v^i 

^FD^y^fJl/-7i;+-m 3-(4-fc; KD^ry^f JV7 
iMy)y0k'^>f, *5«tOtp-[CR,S)-a[l-C9H-7^^- l/>-9-W 
*JPA7 5 K]-2,4— >'^t f^y^yy^i/^fy-T^t^J:^ H#£ 
&fr®%K$g&2^Z>Zt ft?K isv^liii Lv»£t****ifc* 

gjsrr^-e&fto 

[0 0 7 0] 

, T>^e~7\ fcK5y>, 7JVn^-/K> 0Hx.tf % th'Jv^xh^yK, is 
[0 0 7 1 ] 

ft : 



(58) ^2 00 2-5 09 08 2 

CON-a - ftly^ 7*^ K £ @ 5e-ffc^ 7^ KgS^ljH-Z-SSMic * y 7' 'J > ^ t , £ fl 

*^'J>^H> ^-LT^rM^y^ KffiyiWftfcft** "C, MWfcJtfc) 
[0 0 7 2] 

S|->^7f F7 7^ > h£BfifcU 

SS«ttft«SloN-« -ftlv^7"f KSrHSS-fkT 5 y«* feline ^"f- K79/> 
[0 0 7 3 ] 



(59) ^2 0 0 2-509 08 2 

K^ss-fk^yf- KS2yijn-z-ssMK;*, v y>; u 

fLT^yf Kge^jX^#^tL^f -C, X^iWis «t Z/O 

[0 0 7 4 ] 

£?»r & i i: &x& h t mz. h *i& o 

[0 0 7 5] 



(60) 1#S?2 0 0 2 - 5 0 9 0 8 2 

; M.Bodanszkyjs j; ys'A.Bodanszky, " The Practice of Peptide Synthesis" , 
||2j{£, Springer-Verlag, 1994, J. J ones, " The Chemical Synthesis of Pepti 
des" , Clarendon Press, 1991, & «fc ^"Dryland >f&, 1986, D.Chem.Soc.Perkin. 
Trans. l:125-137) c 

[0 0 7 6] 

*«*H2yiJli* |4?*i)t:i$Wg, S.L.Beaucage^s it^M.H.Caruth 

ers, Tetrahedron Letters 22:1981, pp.l859-1869nfjift £ *x*JV7 
5 74 f /-(iMatthes ^, BUBO Journal 3 :1984, pp. 801-805 \z |E ft ? tL 

[0 0 7 7] 

£(7)^81, cDNA^^^ftjft, *fctt**lfc<affl^k-fr £<7>£?&^ 

, ^ftn^H s t^o ttAtf, Tie?) t :Innis flj, 1990, 
A Guide to Methods and Application, Academic Press , New York Q j^co^M 
if*B#Su «*.«f, 'J #--fe-SI«lfiCj£CLCR), ^^t^^tt-fk^CLA-O^j:^ 

[0 0 7 8] 



(61) ^200 2-50908 2 

LTMtTv>J, **v^i % ^**-li, 1l±»ti:?IAL^}:|, m± 
[0 0 7 9 ] 

* -errata- l **om ±inei6 ii» l rffl ra as * »* imit* * ^ > ^< ^ ft * 

£. -/ o ^ _ ^ _ cr,#!| [ j > SV407" p — ? — (Subramani MoT. Cell .Biol . 1:19 
81, pp.854-864), MT-IO ^Df*^>f > itfS^)7* D - * - CPalmiter S 
cience 222:1983, pp. 809-814) £ jj 7 fy 7 >f 2±g4ftjH ^0 * - ? - 

? - CBoshart ffe, 1981, Cell 41: 521-530) £ J: 0 s r 7 >>'f^ CBVP)-e& 

_ ^ --^^^ (Vasuvedan >f&, FEBS Lett. 311:1992, pp.7-ll) 0 
[0 0 8 0 ] 

^M®CE.co1i)1ac^-/^n x 7" b v ^ -b X (Streptomyces) 3 jr. «j # 9 - ( 
coelicolor)?- if 9 - -tf^fe^-CdagA), - t 7*f- 'J 7, (Bacillus subtili 

s) M'/^ ^ 9 --tritte^CsacB), /<?v9.x . <J /s- 7 ± )V = 7. (Bacillus lich 
enifonTiis)^ )v 77-757- ^itte-? CamyL\ 7^ • 7Dt- ; E7-f 
9 .x (Baci 1 1 us stearothermophi 1 us) v ;v hyyTS. 9 — -JfaftiS^EF CamyM) , / <c -> 
97 .7=nij^7ryi>^ CBacillus amyloliquefaciens)^ ;i/ 7 7 7 5 9 - 



(62) #^2 002-5 09 08 2 

^jfife^CamyQ), ^y^^ . ij ^^.7 * ^(Bacillus licheniformis)^^ 
} ) ^--tritfe^CpenP), /tyy^ - 7^ y ^ (Bacillus subtil is)xylA£ £ yfx 
ylBitfS^, £ j:tr««&*<0^-*-?* ^^^-ifil^CVilla-Kamaroff ffe, 
1978, Proceedings of the National Academy of Science USA 75:3727-3731), 
& h tffcitao/n*— ^ — CDeBoer fl]}, 1983, Proceedings of the National Aca 
demy of Science USA 242 : 74-94 ; £ J: y?Samb rook flfe, 1989, supra. ) G £ 
-/ n ^_^_^ [Useful proteins from reccmbrinant bacteriaj (Scientific 
American, 1980)242:74-94^ X ^Sambrooktffc (1989)C±|B) tCfEfcS *ITV>& 

o 

[0 0 8 1 ] 

: T^^A'^/l'T, • * 'J -If (Aspergillus oryzae)TAKAr = <J 
n • 5xM (Rhizomucor miehei) t .x 7 ^ > ®£ X n 7^ 7- - -fe\ T * 
• (Aspergillus m'geO^^T^^ r~T 5 9-4?% 7^^J^ 

;v.X .^.^-(Aspergillus niger)$£5g<|£7*;v 7 r -7- ? 9 - -tf „ T^^K^r)^ 
7, • ^.^-(Aspergillus niger) £ £ (irx^;^;^ • T V * 'J (Aspergillus 
awamori)^;i/3 7^7 — -tf (glaA) N 1; y*A 3 ;P • 5 j.^\-f (Rhizomucor miehei) 
4?, 7^^;v^ • * 'J ^(Aspergillus oryzae) 7* ;v # 'Jt^nrT- 
T^^^^^^, • * 'J -tr (Aspergillus oryzae) ^ ij # - 7, ^7, -7 ^ ^ y 
* 7--t\ 7X^)^W • -X 7 >X (Aspergillus nidulans)^^ r y 5 ^r- 
7-f 'J *? A ■ *^->'7#7A (Fusarium oxysporum) r ij y->>|^7 7 - 
4f(^il#PFS 4 . 288 .627^-, i*L»i5lffl-fftifcm:oT*Wjffl»<©-SPi: ? tt 
&), is J: t^tl ^co/n-i' XV -7 Ko &#M?>fa±fflffe.K3$\<>XfeM-r2>tz#>K 
#K#f£ LV^Xo*- (i, TAKAt= 9-45, NA2-tpi(7-x^;W-^;l/X • — 2f 
-(Aspergillus niger)^^ 5 9 - -If *3 «t ^'T^^^^JV^ • * U4f(Aspergil 
lus oryzae)}, 1; # - 7, V x. - h^V> v--tf£n- frh<0 7 

n^e-*-<7VW XV y K), £ Jry ? glaAyn^-^--c^ ) ^ 0 
[0 0 8 2 ] 



(63) <&m.2 002-509082 

,x (Saccharcmyces cerevisiae) jx. y 9 — CENO-Djgfe^, -9- y # P 5 -b • -tr 
ve-/x CSaccharomyces cerevi siae) -ftv t h 3r 9 — -t~ it^^f - CGAL1) , -9- 7 * n 
= -t;* . -t Hf'> a- CSaccharomyces cerevi siae) 7-^3 - ;v/7»t — -tf / 

mnTJVffe K-H^7i-hn Kn^-^£f£^<£DH2/GAP), 
-9" y * n 5 -t x • -tl/t'^/i CSaccharomyces cerevi si ae) jx. y <J -fe W - 

-tf, Romanos ffc, 1992, Yeasts 8:423-488&-f£^£ ftTV>& 0 
[0 0 8 3] 

t hJ&ft*^*^- 3= ^-^-(cf^fflpr^^^-r^it^-C^sCPalmiter 
flfc, op.cit.) c LV^^®<^a±»(4> T^JH^* • -^Aspergi- 
llus oryzae)TAKA7' = ^--tf, JW^^^ • (Aspergillus niger)^ 
^3 7? 9-*, 7^^JV^^ • .=lX 9 (Aspergillus nidulans)^ > j» ^ 
— b TX^)U^;VX • .r.#~-CAsperginus niger)x;i/^ 
;vn->^--lf^ UJ:Cf7-<f U •> A • ACFusarium oxysporum) h >j 7* 

[0 0 8 4 ] 

->jcCS.cerevisiae)jcy 9 — -tf, f-^o? -t.x • -t tfv'.xCS. cerevisiae)^ 
h^DACCcycl), $ 7 * D = -tr^, • -tl/t'y jcCS. cerevi siae) ^jp-tn 

o lNJ«te±fflll&Ofc*^flfcO#fflfc*- 5 ^-^-{iRcmanos 1992 (_h|£ 
[0 0 8 5] 

jK'J TT'-Mb-^iT^JVC^Jx.tf, SV40J fciir^y 5EI 



(64) ^2 002-5 0 9 08 2 

-JWkSB^Hiu T 7,^)V3?)V7, • % <J -tf (Aspergillus oryzae)TAKA T = ?--fe\ 
7^^;i/^;i/7, • (Aspergillus niger)^;bn y 5 ^ --if, TX^^^JV 

X • ^-X 9 > X (Aspergillus nidulans)7 y \ 9 =.V~ Y s sV9~- -tf j3 <fc C^T X 
^;K>^, • ^7;*- (Aspergillus niger^ jv? 7 - ^^"-•tfSrn- KT 

Sifted <b&fc*L*o **om^iWlftOfc*K*ffl4*U Tf-Mb0B?iJ(i, 
Guo^ j: y?Sherman, 1995, Molecular Cellular Biology 15: 5983-5990tcfB® £ 

[0 0 8 6 ] 

DNA@E?!) £ 3 £>K-£tf£ i WJ; 0 4ffifllo«Cfe±|Bflft:^3Li&1MIII 

ti, ^7X5 KPBR322, pUC19, pACYC177, pACYC184, pUBllO, pE194, pTA1060 

9Ht. »25^D>tf)lg^,l CEN6tARS4i;c7)|a^fe^ > £ i CEN3 £ ARS 

: Ehrlich, 1978, Proc. Natl .Acad. Sci .USA 75:1433) c 
[0 0 8 7 ] 

ft^-TJ-tf, ADE2, HIS3, LEU2, LYS2, MET3, TRP1 £ j tfURA3-e& 4 „ 
(T-fc hT5^-4f), argBC^- ;v - f > ^, ^/^^ ;v h 7 7 x 7 - -t*), bar( 

*x7-fy b v> r-tf-;u b 9 y * hygB(t 

h7^X7x7-4f) > niaDOr^ j, \,- y \, $r ? ? _ ^f), pyrGGfr n -5*- 
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-tr), trpCCr> h7-V- h 3/ J' £ J: 0^ji> 7 * -> * - Mji£-7- * 
^ fblMcft&CDa^ra^t/o TX***'*?*'* • (Aspergillus niger)£ 

tz fi T X ^ • ;t 'j -if (Aspergillus oryzae)<7)amdSj3 j; & pyrC^ j; y 

#n-7-f-t.X • t^n^nt:?^ (Saccharomyces hygroscopicus)(?)bar- 7 - j] - 
it, T^^JV^;l'^(Asperginus)M^*3^T'f£ffli-'i)^i6^»S L^ c S <b 

o 

[0 0 8 8 ] 

MSSfc^fcJ: <fc&*LT</>*Cfl|;Ltf\ Sambrook flfe 

, op.cit.) 0 

4fcl±^i|6ft*WiHeil&, 'P'Jx.tf, *t;^ • 1/ tf ^ (Xenopus laevis)0p#$efl& 
S (ilffi?LS&^«aJ3a. 4*Kl>Aifflfl&*J:tFiiSa»i»jfflJ!a-C**ii:3&«-C§ao S 
mtmfLlbmmS&lkvmi, Q0SC«>tl*, ATCC CRL 1650), BHKQaj^tf, ATCC c 
RL 1632, ATCC CCL 10) f fiCHOQnj^ ATCC CCL 61)^fl^M-C*&o 
[0 0 8 9 ] 

m$*S^ffifi> Wx.lf, Tffi<Z>:fciRfcffi*3*iTv>;fc : Kaufinan^ j; tfSharp, 
1982, ). MoT. Biol. 159:Southernj3 J; yBerg, 1982, J .MoT .Appl .Genet. 1:327- 
341;Loyter Proc. Natl .Acad. Sci .USA 79:422-426;Wigler <ffc. Cell 14:725; 
Corsarojs £ y?Pearson, 1981, Somatic Cell Genetics 7: 603; Graham^ j; c/van 
der Eb, 1973, Virology 52:456; Fraley ffc, 1980, JBC 225: 10431 ;Capecchi, 1 
980, Cell 22:479;Wiberg -fife, 1983, NAR 11:7287;^ £ ^Neumann ^, EMBO 3. 
l:841-845 0 
[0 0 9 0 ] 
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fficDM^ (Bacillus) fllxJ*, • 7 ;v # n -7 ;w * ( 

Bacillus alkalophilus) „ y<fv"5J*, • 750^77 yx > x (Bacillus amylo 
liquefaciens), Ay^x • y 1^ kf J* (Bacillus brebis), j^-yyT, -^-^^7 
>7> (Bacillus circularise ;^-y 7 7, • a 7 *ra. 7 y 7, (Bacillus coagulans), 
f^~y7 7\ - 7 y 7, (Bacillus lautus), /^z/77 • U y y 7 (Bacillus lentus) 
„ rt s y 7 7 • (Bacillus licheniformis), y x • 7 if 7- x ) 

i^A(Bacillus megaterium), ^Z/77 ■^f7nt- ; E7-( 9.X (Bacillus ste 
arothermophilus), ^z/77, • 7<f- V 7> (Bacillus subtilis), fcitFAy? 
* • X 'J y v-x > v 7; (Bacillus thuringiensis) ; $ £ M/7* hT-f ^x(S 
treptcmyces)^^ ^Jx. 7> h W7" h 5 -tr • >J tf^'VX (Streptomyces livi 
dans)£ fcHx YV7° Y^A ^7 • A'J^^ (Streptomyces murinus) ; £ fzliy 
7AlttiI, Wittf, *»0(E.col1)ii K^^-^(Pseudomonas)ff 

TtZ<D^CWi^:^-W,<D c\ h : Change J: jy?Gohen, 1979, Molecular General Geneti 
cs 168: 111-115) k «fc V) , avefVf IM&CWx. , TIB«>:fclR*#J!RS> 1 1 : 
Young^ j: {/Spizizin, 1961, Journal of Bacteriology 81: 823-829, £fct±Dub 
narjs J; ofDavi doff Abel son, 1971, Journal of Molecular Biology 56:209-211 

)*«fflLt, *.)y? hD#i/-j/a >Cfaj^.^ TSB<z>:fclK*#J!BO£fc : shi 9 
ekawa^ j; flCtower, 1988, Biotechni ques 6 : 742-751) , S fiffi^CWx. T 
ffi 09 #HS <T £: : Koehler^ J; iyOhorne, 1987, Journal of Molecular Bi 

ology 169 : 5771-5278) \z £ DSSEltJ;ci J fi4, 
[0 0 9 1 ] 

TIE : ^-MF-KAsccmycota), fB^-^pg (Basidicmy 

cota) , 7 jK * e (Chytri diomycota) , £ j; t^g^ffi pg (Zygomycota) (y |£ \z £ 
</->T5e^£ tLTv^ : Hawkswarth ^(tj, In.Aninsworth and Bisby's Dictionary 
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of The Fungi\ 1995., CAB International University Press^ Cambridg 

UK)^ t > o f H#MP^COomycota)(Hawkswarth flfc, 1995^ supra > p.l71^?|ffl? 

at-c^s)*** o f -r^Tco^i&-?*s^ awkswarth ^ 1995 . su P ra . ^-ii 

0pg(Ascomycota)(7>^^s<)^ 2 rji,-7 B {iTfeco^(?5$-^i-^ -o.- 
P 7 7 CNeurospora) > j. ^ ~y ij <^ A (Eupenici11iun)(=Penicinium) > jr. 
^ij-b7 (Emericena)(=AspergiTlus)^ x>)0f (EurotiiirO(=^\spergi"l"lus) 

i'tli, r»«J ti, *^*H*KJ3V»Tffiffl-r4fc igg^#CEndomyceta1 
es), jta^fl&^»#, is J:^^l(Ba1stomycetes)^>a^-r«)o JWJfi«i&* 

M^-f Sit § S C^iJ x. f±\ American Type Culture Collection^ # ? n ^) 

o 

[0 0 9 2] 

"f So 

[0 0 9 3 ] 

*°'J 7Dt>^7^ J^-^^f L^ilffl^'J i^W>^f?PpTN-a-T5 
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J kLT9-7JU*l/-WfW*5/*Jl'#-* CFmoc)^ «fc Cffl| «f fgft 

KmM%&&<DU < £&*tiimLX, ^ -f^f- K y ^5£T"£-l£ L (Dryland >ftfe 
„ 1986, J.Chem.Soc.Perkin.Trans. l:125-137) c 

[0 0 9 4 ] 

>3c^#IgCLewatit S 100 MB/H&g^ Bayer AG Leverkusens, j?>f 
'.yg)££iaLfc;& 9 AtCv§^DMF(N,N— ^pt^.^^^AT? h\ Riedel de-Haen 

^ > V* h'J7 v y CDhbt-0H)(7)^in <fc *) > T&m T 5 > JC o <,> Tfr^ L 0 v§#fc D 
CMCy'^DD^^y, ##f#,m> Riedel de-Haen, |?>f ^ B>*fPNtt*1'fcK»« 

TvT o 

[0 0 9 5] 

fnvcfikW: ZHtcT 571 ^MiniGen(^g)^ j; ^PerSeptive Biosystems GmbH 

T = y gg Fmoc0rn(Boc)-0H, Fmoc-2-D-Nal-OH, finoc-D-Phe-OH, Fmoc-Aib-OH^-Ba 
chem(^ ^xi)^t> ® A L> f LT FmocDbu(Boc)-0H % FmocDpr(Boc)-OH$- Neosys 

[0 0 9 6 ] 

■J 

(4-£ Kn^y^f^7 x y ^^gfc^CHMPAXNovabiochem, ^ 
H0b)^x r )V t LTDIQi J: *) % yzf 1 ) >?$iEtz 0 

%_y_7_2_y mm 

>ynmtV4 V 7*0 s- r O<PIO*JfcA LCRiedel de- 

H en, ttfflfltfJC, U f ITWda*^*-*^ 5 KC 

DCC) £ m A L (Merck-Schuchardt, Myi^a^v), 3fc« J: >) #»» L . 
[0 0 9 7] 
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'J ^•f-V>±lC^^ 7 h- Lfcjtf'J n-jv ; 2) NovaSyn TC 0. 

29mmoVg(Novabiochem > 3) TentaCel S 0.22— 0.31mno"l/g(Te 

ntaCel-S-NH;, ;TentaCe1 S-Ram, TentaGel S PHB-Lys(Boc)Fmoc % TentaGel S RAM 
-LysCBoc)Fmoc;Rapp polymere^ K-f^g) 0 
[0 0 9 8] 

f-P^y'7?> CFluka) N 'J v y i3 <fc tf 'J v > CRiedel-de Haer\ p>f -y g 
77>^7JVf)«AU 0 4-(N,N->^f^ 7; y)i:'j ->* ^ CDMAP) * * A L C 
Fluka, *>f*g) % fr^ffefclfc * :/'J > ^RJ&K j3V>Tftli&i: LTfffl 

0 3,4—>'i; Kn-3-t: D ^ ^ v -1 . 2 1 3-^ > V h } ) Tv^CDhbt-OH)^ J; 

0*1-^ Fn^f->^> V* h 'J TV- ;v(H0bt)£A^ L£CFIuka % ^^^S) 0 
[0 0 9 9 ] 
»* 

f>W*;UJi?4r->^y-?-^- -If ACEC 3.4.17. 1)1^ > /^fl)}^(7) 
P-f 5s>T 3.4.11.DMHI-CP, ■Ji/il^^a-^* 

b 'J W^CEC 4.4.21.1), ^iV^^ffJteK^^PK^^O^^^^ACK 3.4. 
23.1)^A^L^CSigma > ^g) 0 

[0100] 

{jDCQiJ; l)$l7 5yM*7 7"'J >^3-£fc 0 JtS*N-« -«*T5 y&isJ: 
tfHObt^ £ g» £ t L £ HObt^x fJVtLT, DMFcfj^DIQc «t V) TfEcO 

K*v»T**L3t->l: K'J >KHKJ: «9 > T -> Mb L CLarsen % B.D. 
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is <£ t/Holm^ A. N 1994^ Int. J. Peptide Protein Res. 43:l-9) 0 
[0101] 

ft7 5 ym^W^CMF^^O^yoDhbt-OH^-e^^L^^II^, »JnLjfe 0 
[0102] 

i$Dicomm)*muL, KmziofrMMrttzo mm^m^^L. m^*dmf 
+«js?l*:o wzzim-f&m-S; ™mmzm®L, m^«fli«jiiu ^ 

V > -CO . 1^ * en DMAP£ ^Jij t tz o 
[0 10 3] 

3~5mgc7?^^Rnoc^^7'^ K-^tB|^DMF^<7)5m1(o20% t:^ ij i;^tlfiC 
OlmiCJst^lFttL^o Ftnoc^Ala-OH^ip^^-^^-r^ft^L^M^^e >.i 
[0 10 4] 

N-g - 7 5 y Ftnoc^gi^^j^^gl 

;^£a. 95% }. ij -7 ng^mCTFA, Riedel-de Haen, p>f y g 7 9 > ^ -7 ;p 
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[0105] 

^feb. 95% h ij ^ jv^- ng^geCTFA, Riedel-de Haer\ K^7i77y^7^ 

h )-7X v / v S tz (i95%TFAj3 J; 0*5%^ > *j*f.% - ji/v/v^g. K;} 3 ^ / >T2il$flfl4!!l 
^s-r & £ ,t n j: o t > Y*mmfrh®m l/z 0 mmLtzfflmz 95 % T ™-& 

fg?£#* U7^77^- (HPLC) (- J; (9 ftjft U ®*7>#T CMS)lc J: V) mfc Ltz 0 
[0 10 6] 

^T^c. 95% > ij 7 umm& X ^5% h <J V 7 n )V -> J > (Sigma)v/v 

iit7t^iig^95%TFA- 7 | CT ^^u, z«mj:^^^mj±t^^i&$^^o mm 

[0 10 7] 

5|&§!i<7>AcnH£g^7^ K£y. ^y-;W/7(c4:l+^^L, pH£ 3.33&-pffi L C 

£ 10^ * <D 3 -7 * (20mg/m1 ) £ ^ ^ p fe-fe \z - jg K ^ JH L o SOS £ " 18 20 

^^*3^T4~5H«jt^jn9: % ^cV^-eHPLQc#L7t:o *V»"CRlBI^«* $ ^ 
^fWt^OiSiDfcJ: ?Dn*K^|lf h 7 * n n y ? >-c3[g$ 

[0108] 

PEG-PS ^ -y 7-3%^ K#fiR 
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NovaSyn TC ^ta|(250mg N 0.27~0.29rrmo"l/g:>£A*L£o #fll $- DMF C5mT)4'-C^ 

££^fiEL£ 0 WI£#N£U L £ ™F ( i Dhbt-OH£ ^jp ^-fe^tH 

TIEOT? ym^^^BfeFinoc^gl^tt^. M^KDt, IMfi^S *L£ , HO 
bt-xx f Jl/(3Si) t LT * 7 '/ ^ ? t to #faL&^RSl9 , *7^'J > ^ 

[0109] 

TentaGel S-NH, ±<£>/<s yf-^^y?- K^-fifc 

TentaGel S-NH 2 f|fj|g (100- 500mg, O.22~0.31imio"]/g)£ Atl£ 0 #fl|£DMF(5~l 
QnD^T^p^^, DMF^<7)20%t:^>; v>-eMLT, 1Sfflt±<7)#7n J. Vit 
75 y^^ffi^«t7t 0 M£#ft£U ^HdL^DMFtcDhbt-OH^^ptTtm 

situ^^^^^-HObt-x.^^^t LTHMPA(3^»)^^ v 7*1; 
>^^24^ W ^t7to »«IL, DMFC4 X 5~10n\ #^2^)-c^^L> ~ 

5y$co# 7 7'r/^$^iU;, -?-*tti-r^T <Dm&Ki3\<>XGO%j: V)-t 
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> * y yj >^*3u#|H|jRttfc 0 WJt&gtfKU DMF(4 X 5~10ti1 N 2fl0^ffi 

*5#X DCM(3 X 5~10ml x #*l#)-ej5fc®-U #m^v^^-;V^-x^C3x5~l 
[0 110] 

TentaCel S-WMj^y fj^j/f; K^-fifc 

TentaCel S-RAM$fflg (100- 1000mg N 0.22~0.31mmoVg)^Atl.^o WIB*™^ 5 — 

SB^J(-^^TI£c7)T 5 y«*DIQi J: ^in situ^fe^ ^/ c Rnoc^f|H0bt-i^ x 
;vC3^fi)i: lt*^'J >^£-£fc 0 #fSL&^RS»9, * ^'J >^*3^h^ 

itfm\*ti&t* K-«HB*DMFC3x5-10m, #*5fr\ DCMQx 5~ 10ml, 

#*WTftilL, ^{i->*i^-;Vi-x;l/C3x5~10ml % #>5rl^)-Ci5fe^L, 

[0111] 

LC-€AtK>^ 215nmM^v>T*f^$*t* MERCK HITACHI L-^000 UV^^^J; 
^ 20^ 1 <7) ;p - y £ o Rheodyne 7125 &x # frb 2> *s v X s s * r A ± t\ 
^EHPLC^^Sr^jfc Lfc 0 *^E^*ft«ffl Ltz % 9 A fi, Spherisorb ODS-2 
aOO x 3mm;5^ m<7);|&^)(>h'coroLab, 7*>T- * @T - 77)t* o £<> 
[0 112] 

MERCK-HITACHI L-6200 Intelligent*- y -f ^ 215nm^ S MERCK H 

ITACHI L-4000 UVj^ft^ J; ^"20^ 1^ ^Rheodyne 7125&x#JiT^ 

$>&VMiWaters 996ft *vr*_ K@B^mm§££|£# Liters 600 E±t% 
fcttffi i- * HPLCfrjfr £^jfi Lfco « m L * 5 A »i , RescorceCjgjfc) RPC 1ml QH 
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aters)2 tz }±LiChroCARJ 125-4^ LiChrospher 100 RP-18(5^ m)(Merck)-e$ ) 0 f z 

o 

t0 1 1 3] 

^«^A{i 7 f C pt 3 <7)0-l^*%c7?TFA-c$ ) V) N * LT««f«iBji9.9§*%^^£ «£ 

LT, ««f«[«r*9A^1.3-1.5mV^aEja-caa#*fc : 1) 0%~100%<7) 
BC30^)cc jgj^^^gfi £ |i 2) 0% (7) BC2^)0% ~ 50% <q B(23flO 50% ~ 100% </} B 

[0114] 

W«fflHPLQ-ov>T, Waters 996^^*- KSftltttHS LfcWaters 6 
00 E_h-e, f»«*£ifcLfco «fflLfc*9Ali, Waters Delta-Pak C-18 15^ m 
, 100A, 25xlOQim T ^ 0 ^ 0 f2)j *anV*0*a[-C«ffl Lfco 

jcl^ 1> DX7'P-CESI)yn-^(ES-MS)$ r ^t7tFinnigan Mat LCQ^jl^ 
J; 0?TofSpec Fisons Instrument (>1AIJ}I-T0F)_L-c\ Yh'J-^^HT /?— > 

[0 115] 

1. NovaSyn TentaGel ^(^H-Tyr-Gly-Cly-Phe-Leu-CIUj-OHCLeu-j. y<y "7 r V > 

•^NovaSyn TC ^g|(0.29mTK>Vg, 250mg)£xtL N K^n - yGlu,, gift _t# 

S 4 T r PEG - ps -licD^ y ^sS^ T**- K^fiSJ X~mW t ^ <t -5 L£ 0 Leu -^ 

tt««*3*l*:, DIQcJ; ^^$*feCMFC5ml)4.<^^il^H0bta.7.7 i JWC3^ 

Dhbt-OHC25m1 ^ <^80mg)<7) fcffc-cftip- L T , Uvf^y ^SJES**JSff f 
3tfeOMffc£ii8frLfco Slfe**<>ti^ae)ii*< ^o/:i £ % DMF(5x5m\ 3.* 
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tzX i K80<cnj3V>THifc Lfz-> t: K V > K J: 19 , T -> Mb «r«tSE L o 
[0 116] 

2. NovaSyn TentaGe1j^(7)H-Tyr--C1y-Cly-Phe-Leu-Lys 6 -OH(LeLi-a->-ir y y 'J y 
-Lys s -0H)(7)^ Kjjjg 

ziii<7) tz t> K *K U 7n tr v > 7 4 )\> 9 - £Sgflf L *° 'Jxfl/ fcf£ 
■^NovaSyn TC CO. 29mmoVg, 250mg)£; v *L, ^ yf- K^n - yLys s tfit±tf 

6 t "C rPEG-PS_hc7)/N' „ f-^v* T'f - K-a-fiKJ -Ci^^ L ?t «fc $ fjllLfc, Leu-i 

^$-^^DMF(5ml)4n(7)^^HObtj.^x^C3^*)i: LT* 

o ««^5|ii<^)* y7v yy<n&*<onK, ^fli£Dhbt^C25ml^8(>ng)c^i£ 

tli^f>it*<ftofct DMF(5 X 5m\ 5fr)rWIB*ttJ£-*-4 t fc J: 
oT> * y "/'J L/co ^-C, Hfrifc Lfc «fc $ K80«CK j3V>T*ifc Ltz 

^f)j|§-DMFC3x5m\ ^Lfr), DCMOxSnfl, ^lfr), yxf«/X- f- ;v(3x 5m 
[0 117] 

ES-MSicJ: *)mUZft>tzo M 84 %o 

3. NovaSyn TentaGel ± H-Lys 6 -Ty r-Gl y-GI y-Phe-Leu-OH (H-Lys 6 -Leu-j. > /r 

7 y 'J >)<p^:/?- K^jjfe 

^NovaSyn TC ^^(O.ZSmmoVg, 250mg)£X*l, r PEC - ps ±<^>'^y f^^f K 
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^H0bta.7.x;wC3^»)t LtA'^'J^^H, * ? 7*D < t &2 

rg-^lfr), DCWOxSml, #^1^-), v'i^^i^7-;v(3x5m\ #^l^)-e«fe?f- 
[0 118] 

4. NovaSyn TentaCel _h<7}H-Lys 6 -Tyr-Gl y-G1y-Phe-Leu-0H(H-Lys 6 -Leu-_x > ff 
77 V >-Lys 6 -0H)<7)^7'^ F^-fig; 

^NovaSyn TC ^fl|C0.29nTOoVg. 250mg)£X;h^ ^7*?- K7*n- 7*Lys 6 #Ht±7i s 

& s r pEG - ps ±<7>^* * ^-^^ 7^ K^Bfej -era t£ ct ? k^s l^o H-Lyse 

^7*f- K-^))i^CMF(3x5m\ ^lfr), DCMC3 X 5m\ vjc^;u.x- 
[0 119] 

^•9##ru M}±98%,t t^m^tL^o ^y^-h^m-mt 

ES-MS^J: V)mmZtltZo 112^90% o 
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5. TentaGel S-mB-LysCBoOFhroc^c^H-Tyr^ly-Gly-Phe-Leu-Lys-Lys-Glu-Glu 



-Gl u-Lys-OH(Leu-x. V^7r'J y -Lys-Lys-G"l u-Gl u-Gl u-Lys-OH) (T)/<-f^- K-^fj£ 
j^TentaGel S-PHB-Lys(Boc)Finoc (0.22mtoVg N SOOmg)^^ DMF(5m"l)p£i 
5TJrtHt±;6 5 & f "C r TentaCel S-PHB-Lys(Boc)Rnoc_tK7)/t -y ^-j^:/^- K#JjfcJ 
5m"l N ^Lfr), DCM(3x5m1 % ^lfr), y J-f" JVX- xJV(3x 5nfl % ^l^O-C 
[0120] 

6. TentaCel S-mB-LysCBoOFmoc^coH-Tyr^ly^ly-Phe-Leu-Lys-Glu-Glu-Clu 
-G1u-Lys-0H(Leu-j. y <y 7 7 >J > -Lys-Glu-Glu-G"lu-Gl u-Lys-OH) <n^-f^- K'g-Jjio 

^TentaGel S-PHB-LysCBoc)Rnoc #J|§ (O.22mmo"l/g % 500mg)£X;ft, DMF(5m1)43 

-r2^n8^$*Jto lfti£LfcJ: ? fcfcly ->^±<7)Finoc££|&£u KBB 
?!|7Wfc±J& s & £ "C r TentaCel S-PHB-Lys(Boc)Fmoc_h60/N^ y f-^^ K-£i£J 

5ml N :g.*lj30 % DGMCSxSml, ^lfr), yxfjvx- x;u(3x5m\ ^LflO-e 
[0121] 

taLAJ: 1 K^mtyz'&^y?- vimm^tb^WL, mmfrh&tn&mz 

7. TentaGel S-NH 2 _t6oH-Tyr-G1y-G1y-Phe-Leu-COrn) s -OH(Leu-jn 7 7 ij y 
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-C0rn) 6 -OH) (7)^ -f^f- Kjj-gfe 

^TentaGel S-NH 2 ^||C0. 31irmoVg, 500mg;)£x*t, DMFC5rm)^-e2^^^$ 
^tio TTentaCel S ®ft%±.<7);<; ? K-frjfcJ Lfc J: ? fc, SS^iJ 

tav^^KtifiSTfc. -&Jfc*«3£ieLfc&, ^^"f-K-«lli*™FC3x5ml, 

[0122] 

it4ifc*«jams*ife 0 KOffi-'&li ES-MS^ j: JjffilfiES *ifc 0 112^20% 

8. TentaCel S-NH 2 _t<7)H-Tyr-C1y-C1y-Phe-Leu-(Dbu) 6 -0H(Leu-.x yfryy^y 
-(Pbu) 6 -0H)(7>^ K-^fig 

^TentaGel S-NH 2 ^||CO.30innoVg, 500mg)£;^ DMFC5ml)4i-c2^MP^$ 
■*fc 0 TTentaGel S »B|±^y f-^^-f- K^j&J Lfc <£ ? fc, BBJiJ 

KftV^^KfcttATfco &l&j)^&Ltzm, K-^Bi^DMFC3 X 5m1 % 
^lfr), DCM(3 x 5m\ ^l^O, ^xf fx- x ^ Ox 5ml, #*1#)-Cifci£ 

[0123] 

*L*it*^ffi?*L^ 0 ^"ft K«)flJ— tettES-MSfcJ: »jfltfiE$*Lfc 0 E$22% 



(79) fi2002-50908 2 

9. TentaGel S^Zj^^H-Tyr-Cly-Gly-Phe-Leu-CDprDs-OHCLeu-j. y^- -7 T ij > 



-CDpr) 6 -0H;)<?^:/^ K^Efc 

^TentaGel S-NH, ^g|C0.31mnol/g, SOOmg)^^ DMF(5m1 ) 43 -e 2b# fW] B^H 2 
TTentaGel S #i|±co^- '7 f-J^T'f- K#jftJ Lfc J: ? fc, @B?iJ 

rg-^lfr), DCM(3 X 5m\ v jc^ 7- )\> C3x 5ml, lfr)-e$c?#- 

[0124] 

10. TentaGel S-PHB-Lys(Boc) Fmoc^ ^H-Tyr-Gly-Gly-Phe-Leu-Lys! 0 -OH(Leu- 
x>»7 7'J> -Lys x 0 -0H)<7)^ -f^- F^j-jg 

^TentaGel S-PHB-Lys(Boc)Ftnoc $t|g(0.22mmo"l/g N 500mg)£XtU DMF(5m"l)pfj 
"C2|$M»»3*fco MLfcJ: 9 M*1'J ->>±Of™oc££|fc£u |~TentaGel 

), DCM(3x5m\ fr^—r Jl>Gx*>\ Ifl0-Cf5fej£ U 

[0125] 

11. NovaSyn TentaGel J^^H-Trp^la^ly-^ly-Asp-Ala-Ser-Gly-Glu-GIUs-OHCD 
SIP-GI^-OHDc^y^ K^fig 



(80) ^2 00 2-509 08 2 

^NovaSyn TC ^ggCO.ZaimoVg, 250ng)^XtL, ^<7?- - 7' c >Mtfit±.tf 

S * T% [PEC-PS±ff)^ y f-^T'f- K^jftJ T^i Lfc <fc ? KM Lfco DIC 

LT, DSIPEyy*^Bfci"4TIEOT 5 /MA y 7°'; >^3-frfco ft8fe<G 9 ®«> 
*y^'J >?<D&*<DffiK, #li$-Dhbt-OH(25ml4.<^8ang)<^-^^^tT, 

&<&9fc£S. DMF(5 x 5m\ 5$30-c^flt *> £ i: fc. J: oT^ Jl v ~? 

5ml, ;g.*l550 % DCM(3x5m1 % ^Lfr), v^^- jvx- ;P C3 X 5m"l N ;g.*l#)-C 
[0 12 6] 

12. NovaSyn TentaCel^^H-Trp-Ala-Cly-Cly-Asp-Ala-Ser-Cly-Clu-CLys-Clu) 

^NovaSyn TC $J Jjg (0. 29mmo"l/g > 250mg) £ A ft % ■ r <~f*f- Y~?X3 — -f (Lys-GI u) 3 

tt±*«* * -C. rPBC-PSjh^/< y - K^fiEJ "CSiW Lfc J: ? i:MLfc 

o DIQcJ: ^||fe$*^DMFC5m1)4.^^^^Rnoc^§|$it^H0bt^^^;uC3^ 

0CD# y 7"'J >^#*©fi:, ^Ii^Dhbt-OH(25ml4.(7)8C»t)g)^)^-r^^L 

^fc + BfLfco *v>-C, tfr&Lfc i i K&yaz&^X^MLtz-y t K 
C3 X 5m1 % ^l^), DCMC3x5ml N ^Ifr), yjt^ x)l-C3x 5ml, 



(81) *§H2 00 2-5 09 0 8 2 

[0 12 7] 

13. NovaSyn TentaGelj^^H-Trp^la-^ly-Cly-Asp-^AIa-Ser-Gly-Glu-OHCDSIP) 
^NovaSyn TC CO. 29rrmoVg. 250mg)^^tl^ rPE^P^O^ f-j^T"?- K 

0 DIQcJ: ^^?^^DMFC5ml)4, C 7)^^^Fmoc^g|?tL^H0bta.^x;i'C3^ 

m<DjJV7*) y ?<r>&*<DmK, W^Dhbt-OH(25ml4 ] <7)8Qng)(7)^-e^^ t 

il V 7*i) y 7RmtfmT-fZ> t %<DM&<D ffi&*&mLfz 0 ftfe^&li^jl 
btl%< ta^tzh DMF(5 X 5m1, S^-C^fll i i: K «t ot, * 

' (3x5m^ ^.^l55-) > DGM(3 x 5m\ rg^l^), y zc<f- jl/i- -jr ;i/C3x 5m1 % ^.^1 

[0 12 8] 

es-ms^ x y) mm. ztitz 0 nx^ 78 % 0 

14 . NovaSyn TentaCel _£ <ry H-Arg-Pro-Lys-Pro-Gl n-Cl n-Phe-Phe-Gl y-Leu-Met-L 
ys 6 -OHQfr P-Lys 6 -€H)<7)^ 7*^- K^fifc 

^NovaSyn TC #g|(0.29rmiol/g % 250mg)^^tt> K7*p - 7*Lys, j&«tt±*» 



(82) M2 002-5 09082 

7'J < t t>2|i$|H|!£tt*:o UirifcL>fc J: 9 ^«>C^*^T*Jfi 

K-#IMSrDMF(3x5ml^ ^*l£0, DCMOxSml, :g.*lflO % j.^- ^x^- ;i,(3 

[0 12 9] 

15. TentaGel S-RAM_h(75 H-Arg-Pro-Lys-Pro^l n-GI n-Phe-Phe-GI y-Leu-Met-N^ 
Ofr 77 9 y 7 P-*Mi )<7)^ 7f- K^jfc 

^TentaGel S-RAM #f jjg(0.25rnnoVg, 500mg)£.\tu DMF(5irfl) 4.^2^1^$ 

Lfcfc, ^c^f- KH»IB*DMFC3x5ml, #*l£0, DCM(3 x 5m\ #*lgO, v'a. 
[0130] 

flr&Lfc<M K^b^v^^ K*#fl8*e>«»ru Bmtf^**£3&&$ 

16. TentaGel S-IV\NW-ys(BcK:)FnKX^ 

y-Leu-Met-Lys 6 -NH 2 Qfr r 7 9 V 7 p -Lys 6 -NH 2 )<q^; yj- K^-fife 

7u\dVyy J )l>?-*mffiLtztfi) x.*U>®3%.<D*Ktfc 
^TentaGel S-RAM-Lys(Boc)Rnoc $fjj§ CO. 22mmoVg, 500mg) £ ^ ft N DMF(5nfl)4i 
X~2mmi&ffl$ -frfco lWifc Lfc <fc 3 KfSl'J -> >±oFmoc^£|&£ t> fTentaGel 



(83) ^200 2-509082 

S-RAM-Lys(Boc)Rnoc #flt±<?v^ -^j^ K-a-J&J t <fc ? fc, ^7* 

^KSe^iJ^tt±^f T-&B£^^lt7t 0 ^fife^^L^:^ ^y^-K-^Ii^DMF 
(3x5ml, DCWC3x5m\ ^1#), -y ^ )]/X _- y- ;P (3 X 5ml, 

[0131] 

17. TentaCel S-RAM h <7) H-(Lys) 6 -Arg-Pro-Lys-Pro-GI n-Gl n-Phe-Phe-Gly-Leu- 
Met-NH, (K« -Hj- ^ > x P-NH ; )<p^t 7"^- K^)& 

iiii<o^feic#<; -fu\£vyy ^ ;v ^ - ^ Si L t * 'J xf >§S«4 J 

^TentaGel S-RAM ;$flg(0.25rmioVg, 50Cmg)£X*U DMF(5ml)43-c2B#|lfl)M £ 
M& Ltz^MKU^*™c&Zm£ U TTentaGel S-RAM ^fl§±?)/^ 

*SL*:^ K-ftBl£DMF(3 X 5ml, #*lflO, DCMC3 X 5ml, lfr), v 

xfJVx-r;V (3x5ml, l^O-Cftit U m^'BLfZo 
[0 13 2] 

matTtctd K£#*Sl^t>^®rU mWtfrhW.8i&i%2 

18. TentaGel S-RAM-Lys(Bcx)F^j 1 (^HHMb-His-2-l>^ 
H, (GHRP-(Lys) 6 -NH 2 )<7>^ ^ K-frfifc 

^TentaGel S-RAM-Lys(Boc)Fmoc ;^jjg(0.22rmioVg, 500mg) £ X ft , DMF(5m"l)4j 
-e2B#MW1$-^^o m^LtzX^Km^)^y±<D^o^^m^L, |"TentaGel 
S-RAM-LysCBoc)Rnoc #tgg±<7>/f J-R^ -f^ K^fiKJ "ClSiig t tz <£ d U, ^7° 



(84) #SI2 0 0 2 - 5 0 9 0 8 2 

[0 13 3] 

19. TentaGel S-RAMj^c^H-Ai b-His-2-D-Nal-0-Phe-Lys-NH 2 (GHRP-NH, yf- 

^.TentaGel S-RAM ^||C0.25nmol/g > 500mg)^xtl^ DMFCSmD^-c^BtM^ ? 
^fco mr^L^^)liH^V^Rnoc^^|^^t> rTentaGel S-RAM $fflt±(7)/ty f- 

&Ltc&, K-^fl|^CMFC3 X 5m1 N ^lfr), DCMQx 5ml, ^lfr), v 

[0134] 

l%o 

20. TentaGel S-RAM H-CLys) 6 -Ai b-Hi s-2-D-Na~l-0-Phe-Lys-NH 2 (K6-CHRP-NH 

^.TentaGel S-RAM (0.2 SmnoVg, 500mg)£;»^ DMF(5m1)^-e2^^^ $ 
*fc 0 fltr^L^Mlc^Rnoc^^^^t^ TTentaGel S-RAM ^JjilJbtfV^ s> 

ftLfcfc, ^^KH»IB*«FC3x5«l, #*lflO % DCMC3x5m\ #*1#0, 
[0 13 5] 



(85) ®m.2 0 0 2 - 5 0 9 0 8 2 

KJfiLfc K*«bi:ft^^f K**MB*&»KfU 3 

21. NovaSyn TentaCel^^Glu^is-Trp-Ser-Tyr-Cly-Leu-Arg-Pro-Cly-LySg-OH 
(GnRH-Lys 6 -OH) ^ ^ -f j- j? jjjg 

^NovaSyn TC ^flgCO.ZSnrnol/g, 25ang)£;i v ti > KT'n- yLys 6 ^s>tt_h^s 

r PEG-PS^ >y ^f- K#lft J -CfJiWLfc X o K&gLfco DIC 

tr> GnRHge^ij^Bfiic-r^TiaoT^ yse^* y >^?-*> nv-fwir* 

MFOxSml, ^.^l^-) % DGM(3x5m\ ^lfr), yxf y- ;V C3x 5ml, 

[0 13 6] 

C*L*it*«Jim$*L, Kfc##*>EI-14W:ES-MSfc. «k •jfltfiEStLfco JK 

$37% 0 

22. NovaSyn TentaGelj^^pGlu^is-Trp-Ser-Tyr-Gly-Leu-Arg-Pro-^ily-CLys-G 
luDj-OHCGnRH-CLys-CluDj-OHDco^-/^- K-^jjg; 

^NovaSyn TC CO. 29nmoVg, 250mg);g r xfl^ ^<~7<f- h*7 n — yCLys-G1u) 3 ^s 
o DIC^J: l9|&^$^7tDMFC5ml)^<^^^^F^c^g|$^H0btiX^;vC3a 



(86) M2002-509 082 

K 'J '/KKtJ: <9> T^M^tSL^o ^^fet^t^^ K- 
#Hg^DMF(3 x 5m\ ^lfr), DCM(3 X 5m\ ;g.*l#\ ->* jl^- - r ;v(3 x 5m 

[0 13 7] 

^43% 0 

23. TentaGel S-RAMj^^pGlu^is-Trp-Ser-Tyr^ly-Leu-Arg-Pro^ly-^Hj CGnRH 
-NH t )NH ; (f)^ -f^f- K-^-fig; 

■JgTentaGel S^RAM ^8|C0.25rtiTiol/g, 500ng)^xtL> DMF(5ml)43-^2BtH»1$ 
-£ o MLfc ^ Jfi finoc^ £ t , rTentaGel S-RAM ^fl|_h <o /t y 

iftLfclfc* ^•7 , ^K-^H£CMFC3 X 5m"U #*W> DCMQx 5m\ v 
[0 13 8] 

8% 0 

24. TentaGel S-RAM j 1 ^H-(Lys) 6 ^ln^is-Trp-Ser-Tyr^ly^eu-Arg-Pro-Gly- 
NH 2 (K 6 -GnRH-NH, )NH, <r>s<-f*f- K^jft 

^TentaGel S-RAM ^g|(0. 25^001/9, SOOmg)^^ DMF(5m1)4.-e2B#RM? 
-frfco mi&L^#«BK^v>FhDC^*|jfc*L. TTentaGel S-RAM mm±.V>'*v * 

1£Ltz&, KH»|l*CMFC3x5ml, #*1530, DCMC3 X 5ml N 



(87) M2 00 2-509 08 2 

[0 13 9] 

flfr^t/cj: ^ ^^feb^^v^^ FzmmfrbwffiL, gm^ac&sa&s 

25. TentaGel S-NH 2 Jt<7) 
[0 14 0] 

Hb3] 

H-Gly-Glv-Thr-Tyr-Sei-Cys-His-Phe-Gly-Pro-Leu-Thr-Trp-Val- 
(jyTLy s-Pro-Oln-Oly-Gly-OH (EMP- 1 -OH) 



[0141] 

^TentaGel S-NH 2 ^g|C0. 31itmoVg, 500mg)^^tL. DMFCSmDpjax^^MWI? 
-£ £ o TTentaGel S £J|g_h „ f - ^ -f^ j? -frjft J T*t& 58 L J: 5 x SB^J 

#^rl^), DCMCSxSml^ #*lflO, yxfjVx-r^Ox5ml, 
[0 14 2] 

t tsft * * n &±%m t * v> -emit: b/co fr^OD ^ JK * ttffi t T P^ffl hplc 



(88) 

fc<fc MASSES ft fc 0 JR^22% 0 

26. TentaGel S-PHB-Lys (Boc) Fmoc _h <r) 

[0143] 
[ft 4] 



^2002-509 082 



H-Gly-Gly-Thr-TyT-Ser-Cys-His-Phe-Gly-Pro-Leu-Thr-Trp-Val- 

dys-Lys-Pro-Gto-Gly-Gly-Ly S 6 -OH (EMP- 1 -Lys fj -OH) 

[0144] 

^TentaGel S-PHB-Lys(Boc)Riioc (O.22mmo"l/g, 500mg) £ x ft ^ DMFCSml)^ 
S-PHB-Lys(Boc)Rnoc ^J|±(7)A-7f K-^l&J X~mWLtz X fc, ^7" 

(3 x 5ml % ^l^), DCMC3X5II11, ^.^1^-), *jx.f-fr3.- r M3x 5ml, ^.^1 
[0145] 

ML^i? fcs&ifcbfctfev^:/*- K*»llB*fc«J>fU RnK*fc8M&*a*3 

Lfc&J&»£*ft&±ifimLfcv^BHfcLfco M^ffc^T^ K*flm©*JK* 
^ffl LTPMfflHPLCj: OfflL^ f*«Lfc£jjg*&tt*slR-C** £. t^JLtB^ft 
> *6J^f± 98 % <t «9 -T Cft* :ii«lBJHt, ^7*f- K<0[WI-tt{±ES-MSm: v> 
AliE^ftfco M 27 % 0 

27. TentaGel S-NH 2 _h(£> 
[0146] 

Mk5] 



(89) 



^2002-509082 



H^LysVGlY-Gly-Thr-Tyr-Ser-Cys-His-Phe-Gly-Pro-Leu-Thr-Trp- 

Val-Cys-Lys-Pi'o-Gln-Gly-Gly-OHflCj-EMP-l-OH) 

[0 14 7] 

<7)^ 7"f- 

^TentaGel S-NH 2 ^jjgCO.Blnrnol/g, 500mg)£x*U DMF(5m1)^-e2B#HPlK $ 
^fc 0 TTentaGel S ffim±.<D^v ^-^-f^ K^-figJ -e^HJ Lfz i^i:, BS^iJ 
K&v>-<:/^ KMATfco Lfcfc, ^7°?- K-WI|^DMFC3x5m\ 

[0 14 8] 

28. TentaGel S-NH 2 _h co H — H"i s-Al a-G"l u-GI y-Th r-Phe-Th r-Se r-As p-Val -Se r-Ser 
-Ty r-Leu-Gl u-Gl y-Gl r>-Al a-Al a-Lys-Cl u-Phe-1 1 e-Al a-Trp-Leu-Val -Lys-Cl y-Arg 
^0H(GLP-l-(7-36)(t^ h )-QH)^^^^- K ^ 

^TentaGel S-NH, ^fl|(0.31mnoVg N SOOmg)^^ DMF(5ml)^-c2^M^3i 
^tzo frentaGel S $m±<0;^y ^s^T*^ K^j£J X~UW Ltz £*>K^ mn 

k^^-/^ Y*m.$.xtz„ &&&?c8iLiz&, F-mmz^ox^^ 



(90) ^2 00 2-5 0908 2 

[0149] 

2@iSl^o *||ft$*Lfcfejft1fcliJ&ft-C**£ i#jlffi£*l> ft Si* 98% J: »J 
■f CiL*£fc**atB3;h.fco ^^K^ra— ttttS-^SKJ: DflMiES*Lfc. E^ 8 
•7% 0 

29. TentaGel S-PHB-Lys (Boc) Rnoc <7}H-Hi s-AI a-G"l iHTI y-Thr-Phe-Th r-Se r-As 
p-Val -Se r-Se r-Ty r-Leu-Gl u-Gl y-Cl n-Al a-Al a-Lys-GI u-Phe-Il e-AI a-Trp-Leu-Va 
1-Lys-C1y-^rg-Lys 6 -OHCGLP-l-C7-36)(^ j. )-Lys 6 -0H)g)^ yf- K-^fife 

^TentaGel S-PHB-Lys (Boc)Rnoc ^fl|C0.22tmcVg, 500mg) £ ^ ft , DMFCSml)^ 
T2ltHM$^^o maUfcJ:^UlSlU->V±wF™oc^*l^*U, |"TentaGel 
S-PHB-Lys (Boc)Rnoc «B±^/<y^-^^ F-frjfcJ TSIK Lfc «fc d K> ^ 

f - k wm tftt± ifi&m Ltzm, v-m m * ^ 

[0150] 

lifftLfc J: ? t*tfeb^ttv^^ K*#B8*&«»rU Bm^fcSJCISO&S 
■£fco «r«©^JH*ltfflLT||»fflHPLCKJ: »>, «aiO«|*«:*Lfc^^K* 

-*-<**l*£fc**jattlS*lfco K^>ra~14»iES-MSjc J; V) Hfz 0 U^ 1 

30. TentaGel S-NH 2 _h <T) H-Se r-Val -Se r-Gl u-Il e-Gl n-Leu-Met-Hi s-As n-Leu-Gl y 
-Lys-Hi s-Leu-Asn-Ser-Met-Gl u-Arg-Val-Gl u-Trp-Leu-Arg-Lys-Lys-Leu-Gl n-Asp 
-Val-His-Asn-Phe-OHCPTHCl-34)(^ )-0H)<7)^ ~f^- j^jft 

^.TentaGel S-NH 2 #fjjg(0. 31imiol/g, 500mg)^xtL. DMF(5m"l)4i-c2p#|ig]|^$ 
*ttz o TfentaGel S ±*v< y y f - K-fi-JftJ "ClBE Lfc <t "5 , E^l 



(91) #^2002-509082 
^Ifr), DCM(3 x 5m1 N rg-^lfr), ->* xf^x- 7-;v(3 x 5m1 N #*l530ri5fc& 

[0151] 

HififcLfc J: 9 fc^ftbfcft^:/*- K*#IB*e>i»»rU tttt^^9RiHI«£Mk$ 
«a<JD¥JR*«ffltTilllfflHPLCte J: 19, 3ffl»^3fctefe*»L/i^7'^ K* 

tC*L4£ fc**jifflS*Lfco ■ r< ~7'3~ Y<OWi — t!fclJES-MSi* «fc •? ffilfiE? fltz 0 JK^ 6 

■1%o 

31. TentaGel S-PHB-Lys (Boc) Fmoc_h ay H-Se r-Val-Se r-Gl u-Ile-Gl n-Leu-Met-Hi 
s-Asn-Leu-Gl y-Lys-Hi s-Leu-Asn-Se r-Met-Gl u-Arg-Val -Gl u-Trp-Leu-Arg-Lys-Ly 
s-Leu-GlrVnAsp-Va1-His-Asn-Phe-Lys 5 -0HCPTHCl-34)Ct: jO-Lys.-OH)*^:/*- j? 

^TentaGel S-PHB-Lys CBoc) Fmoc ^fllCO.ZZmmol/g, 500mg) £ ^ ft , DMF(5m1)t£ 
S-PHB-Lys(Boc)finoc &m±<D;-< v K-£fi£J TifcWLfc J: -5 ^ 

(3x5ml, ^l^.), DGM(3 x 5ml, ^lfr), y'xf )Vx~- 7- M3x 5ml , 
[0 15 2] 

-£fc 0 *ao^JK*«fflUTil»fflHPLQcj: 19, ®.§$ i <D%Llg&mLfz'<7?- K* 
•3% 0 

32. NovaSyn TentaGel ^ oQH-Ser-Val-Ser-Glu-Ile-Gl n-Leu-Met-Hi s-Asr>-Leu-G 
1 y-Lys-Hi s-Leu-Asn-Ser-Met-Gl u-Arg-Val-Gl u-Trp-Leu-Arg-Lys-Lys-Leu-Gl n-A 
sp-Va1-His^sn-Phe-(Lys-G1u) 3 -0HCPTHl-34^ j, -(Lys-GliC-OH)^^ -f^ Yjk 



(92) ^20 0 2-5 09 08 2 

^NovaSyn TC ^j}|C0.29mnoVg^ 250mg)£Xti > K7*n - ^(Lys-Clu),^ 

g§£DMF(3 x 5m"l, ^Lfr), DCM(3 X 5m\ ^lfr), v^f- ;u,x- ^ fl/Ox 5ml 
[0 15 3] 

33. TentaCel S-NH 2 ± <£> H-(Lys) 6 -Ser-Va1-Ser-Glu-ne-C1n-Leu-Met-His-Asn- 
Leu-Gly-Lys-Hi s-Leu-Asn-Ser-Met-CI u-Arg-Val-GI u-Trp-Leu-Arg-Lys-Lys-Leu- 
G1n-Asp-Va1-His-Asn-Phe-OH(Lys 6 -PTH(l-34)(^ jO-OH)^^ y^- K-£-jj£ 

•j^TentaGel S-NH, #fj}g(0.31imio'l/g, 50Ong)£;^ DMF(5m1)4i-e2^WP^$; 
*fco TTentaGel S 1®ffi±<V^ v K-^JSfcJ Tgi9J Ufc «£ 9 fc, W&\ 

DCM(3x5ml % ^Lfr), ->'ji^- -y-A, (3 X 5m"l, #^1^)^}^ 

[0 15 4] 



(93) #1200 2-509082 

•2% 0 
[0 15 5] 

in v1troEj£&jftttttj|U£ 
HPLC 

jl- V v h-1y#- KCHewlett-Packerd)HP 1100 HPLO>^ ^ A fc^ffl L 

*f*^*L/to ioHPLC->XxAfi, HP lOO^M ^ ij HP 1100 rj- — h 
t>^7-, HP 1100 *7At-^?7 hiJit^HP 1100 BTgg«[fE^HJS*^ 
j£oTV>/to Lichrospher 1^-18(5^ m^^OS:^:^ t tz J )V 9 (Werck)LiChroCA 
RT* 5 A C125 X 4nmi*|g)^ £ LiChroCARTV * ^ A C4 X 4mn|*j^)^^ffl L tz o 

"CM 5e t o JMl/^oilE A K £ V» T 5&«rtB AC* * <7> 0 . 1^* % c7)TFA) £ «fc Etf£ifr 
[0 15 6] 

[Hi] 



HPLC 




25^40%B N 
15 ft 


H-Ser-Val-Ser-Glu-Ile-Gln-Lcu-Mct-His-Asn-Lcu-Gly-Lys-His-Lcu- 
Asn-Scr-Met-Glu-Arg-VaJ-Glu-Trp-Leu-Arg-Lys-Lys-Lcu-Gln-Asp- 
Val-His-Asn-Phe-OH 

(PTH(1-S4){ )-OH) 


25-40%B N 
1*5* 


H-Scr-VaUSer-Glu-Ik-GJn-Lei^Mct-His-Asn-Uu-Gly-Lys-His-Lcu-Asn- 

Ser-Met-Glu-Arg-Val-Glu-Trp-Lcu-Arg-Lys-Lys-Uu-Gln-Asp-Vat-His- 

Asn-Phc-(LysVOH 



[0 15 7] 



(94) 



^2 00 2-509 08 2 



[*2] 



HPLC 




25-40%B n 


H-{Lys) 4 -Ser-ValrSer-Olu-Ile-Gln-Leu-Met-His-Asn-Leu-Gly-L.ys-His- 

Leu-Asn-Ser-M^t-Cilu-Aro- VaUGlu-Tm-Leu* Aro-1 v*-l a/*- I *it-filn- Acn* 
Val-His-Asn-Phe-OH 

((Lys) r PTH(l-34)( ^ ;-0/C> 


55 — 50% R 


ii- J*l5-/\la-\J JU-VJIjf- L 111 f lIC J 11 1~ J Ci-rVip- Var jCi* jCr- 1 jr 1 -LCUtvJ1U-VJ jy- 

Cln-Ala-Ala-Lys-Glu-Phe-Ile-Ala-Trp-Lcu-Val-Lys-Gly-Arg-OH 


JU/0 D x 

is 5} 


U Wit Ala nin Ci\\iJTYir PVlR-TVir Q» r A rf » Vat C^f Cw T»jv {•»■■ r.ln /II.. 

n- n is-o ia- 0 j u-vj ly- 1 nr-rnc- 1 nr-ocr-Asp- va]-ocr->cr- 1 yr-i-»cu-u ju-Lny- 
Gln-Ala-AJa-Lys-Glu-Phc-Uc-Ala-Trp-Lcu-Val-Lys-Gly-Arg-(Lys) s -OH 

(GLP-I(7-36)C £ h HLy*)rOH) 


5 — sa% p. 


M-\jiy*<j ly- 1 nr- iyT-oer*^ys-iiis-rne-OJy-rTD-L^u- 1 nr- 1 rp- val-Lys-Lys- 
Pro-GJn-Giy-Giy-OH 

(EMP-l-OH) 


5 — 50% R v 


n-vjiy-vjiy- 1 nr- 1 yr-ocr-^ys-nis-rjic-viiy-r ro-i-cu» j nr- 1 rp- vai-v^Y5-Lys- 
Pro-Gln-Gly-Giy^LysVOH 

(EMP-l-(Lys)rOH) 


)0-50%B > 
13*) 


H-(Lys) 6 -G ly-G ly-Thr-Tyi^Scr-Cys-His-Phe-G ly-Pro-Leu-Thr-Trp- Val- 
dys-Lys-Pro-Gln-GJy-Gly-OH 

((Lys)s-EMP-l-OH) . 


10-50%B n 
15 # 


H- ( Lys) 6 -G ly-G ly-Thr-Tyr-Ser-C^ys- H is- Phe- G ly- Pro- Leu-Thr-Trp- V al- 
(jys-Lys-ProG In-G ly-Gly-(Lys) 6 -OH 

((Lysh-EMP-HLys)rOH) 


5-40%B N 

is 9t 


H-Arg-Pro-Lys-Pro-Gln-Gln-Phe-Phe-Gly-Leu*Met-NHj 

(mm mm 


S-40%B % 
>5 5* 


H-Arg-Pro-Lys-Pro-Gln-Gln-Phe-Phe-Gly-Lcu-Met-(Lys)6-NH 2 



[0 15 8] 
[£13] 



(95) 



1$3|2 002-509082 



HPLC 




25-40%B\ 


H-(tys) 6 -Arg-Pri>.Lys.Pro-Gln-Gin-Phe-Phe-Gly-Leu-Met-NH J 


40- 100% B 


H-Trp-Aia-Gly-Gly-Asp-Aia-Ser-Gly-Ghi-OH 
(DSJP) 


40- 100% B 


H-Trp-A}a-Gly-Gly-Asp-Ate-Ser-G|y-Glu-(Lys-G!u) 3 -OH 
(DSIP~(lys-Glu) r OH) 


5-30%B > 
15 £ 


H-T>T-Gly-Gly-Phe-Leu-OH 


5-30%B x 


H-Tyr-Gly-Gly-Pbc-Leu-(Lysk-OH 
(Leu-TmfTj -(Lys) t -OH) 


10-35% B \ 
15 # 


H-(Lys) 6 -Tyr-Gly-Gly-Phe-Leu-OH 


10-35% B v 


H-(Lys) 6 -Tyr-Gly-Gly-Phe-UMLys)«-OH 
((Lys)rLeu- Vj^Tj -flytirOH) 


5-30%B > 
15 » 


H^T>T-Gly.G]y-Phe-Leu-(Ly5),<rOH 
(Uu-Xjn? l ) s J -(lys) lr OH) 


5-30%B n 


H-Tyr-Gly-Gly-Phe-l^u-(OmVOH 
[LeU'X/7/J J/ -{Vrn) t -uti) 


5-30%B n 
15 5} 


H-Tyr-Gly-Gly-Phe-Leu-(Dbij)6-OH 


5 - 30% B x 
15 £ 


H-TyT-Giy-G1y-Phe-Leu-(Dpr) 6 -OH 
(Leu-XyftjVy-VprJrOH) 


5-30%B n 
15 » 


H-Tyr-GIy-Gly-Phe-Leu-Lys(Glu)^Lys-OH 
(U u-X/W 7 U> *-Lys-(Glu)j-Lys- OH) 



[0 15 9] 



(96) 



1fcm2 002-509082 



HPLC | 

*JBH 




5-30%B n 
15 5* 


H-Tyr-Gly-G)y-Phe-Leu-Lys-(Giu) r (Lys) r OH 
(Lev-XJ*rl?yy-Lys-(Glu) r (Lys) 2 -OH) 



[0 16 0] 

^{i25^/ml)S-^-|-s5(M1<7)ij y £&j|ftffi7&pH7. 4^-^37^ fc£v*T\ ^7* 

fc * & J: n \z.m$\t Z> -tC^T, %WL* PS& Ltz 0 SHT20CDCStuart Scienti- 
fic) -7* n y ^t-^-^ffflLT, ^7*?- K/W*»«[«r37t;Kfil3#Lfco ®S 

T 1/2 =lAo b5 xln(2) 

H-Ser-Va"l-Ser-G1 u-Il e-GI n-Leu-Met-Hi s-Asn-Leu-GI y-Lys-Hi s-Leu-Asn-Se r-Me 
t-CI u-Arg-Val-Glu-Trp-Leu-Arg-Lys-Lys-Leu-GI n-As p-Val -H i s-Asn- Phe-OH ( PTH 
Cl-34)( t h)-0H) 

ffiftLtzXi vj-yyr^ y^7°^-^--y(25^/ml)^^-r^50nW<7) 
•J y ^^^^^pH7.4i^(^H-Ser-Val-Ser^lu-I1e-C1rvLeu-Met-His^n-Leu-G1y 
-Lys-Hi s-Leu-As n-Se r-Met-CI u-Arg-Val-Gl u-Trp-Leu-Arg-Lys-Lys-Leu-Gl n-Asp 



(97) ^2 002-509082 

-Val^is-Mn-Phe-0HC^2.4xl0- 5 M)^^^^^t^<> MKIB^Lfc * 5 K> 

4 fi &k$mZ flit o 
[0161] 

* 7*-?- ^- -if A4i^jni7K5W»REB3lSJSSa 

-Lys-Hi s-Leu-As n-Se r-Met-Gl u-Arg-Va~l-G1 u-Trp-Leu-Arg-Lys-Lys-Leu-Gl n-Asp 
-Va1-His-Asn-Phe-0HC^2 . 4 X 10" 5 M)<vfrffiim$Z Lfz a ft: fZW, Lfci^C, 

H-Ser-Val -Ser-Gl u-Il e-Cl n-Leu-Met-Hi s-Asn-Leu-GI y-Lys-Hi s-Leu-Asn-Se r-Me 
t-GI u-Arg-Val-Gl u-Trp-Leu-Arg-Lys-Lys-Leu-Gl n-Asp-Val-Hi s-Asn-Phe-(Lys) 6 
-0HCFmCl-34)Ct h)-Lys e -0H) 

ij > ^J^Mffi'tlSPH 7 • 4 4 3 CO H-Ser-Val -Ser-Gl u-Il e-Gl n-Leu-Met-Hi s-Asn-Leu-Gly 
-Lys-Hi s-Leu-Asn-Ser-Met-Gl u-Arg-Val-Gl u-Trp-Leu-Arg-Lys-Lys-Leu-Gl n-Asp 
-Va1-His-Asn-Phe-(Lys) 6 -0H(^2.0xl0- 5 M)(7)^^^f^ \_f Zo ffiKUmLtc «t 
0C> 55'^^o^TO^-^:M^lil-2xlO-V^T^4i:if«^tL > fit 

[0162] 

* )v # * -> ^ y - ^ - -if a* <^ jp ^jwsr j&a$jKt& 

'J > S^MfiirtS pH7 . 443 H-Ser-Val -Ser-Gl u-Ile-Gl n-Leu-Met-Hi s-Asn-Leu-Gly 
-Lys-Hi s-Leu-Asn-Ser-Met-Gl u-Arg-Val-Gl u-Trp-Leu-Arg-Lys-Lys-Leu-GI n-Asp 
-Va1-His-Asn-Phe-(Lys) 6 -OH(^2.0 X 10- 5 MtofrJB^ffi ft L fco flT fcfE« Liz «t 

WET ^ {447^ -e^, s t ft* 3 *lfco 



(98) #^2 00 2-5 0 9 08 2 

H-(Lys) 6 -Ser-Val-Se r-Cl u-I1 e-Gl n-Leu-Met-Hi s-Asn-Leu-GI y-Lys-Hi s-Leu-Asn 
-Ser-^t-Clu-Arg-Val-GlL^Trp-Leu-Arg-Lys-Lys-Leu^TrHAsp-Val-His-Asn-Phe 
-0H(CLys) 6 -PTH(l-34)(^ jO-OH) 

x ) y W&tikW<$- F>H7 . 4f£ <7> H-(Lys) 6 -Se r-Val -Se r-GI u-Il e-CI n-Lei*-Met-Hi s^sn- 
Leu-GI y-Lys-Hi s-Leu-Asn-Ser-Met-GI u-Arg— Val— G1 u-Trp-Leu-Arg-Lys-Lys-Leu- 
Gln-Asp-Va1-His-Asr>-Phe-OH(|t2 .Ox 10" 5 M)*>5W#*ffi ft L tz 0 M £fBtt t £ <fc 

H-His-Ala-Glu-Gly-Thr-Phe-Thr-Ser-Asp^ 

a ^1a-Lys^lu-Phe-I1e^V1a-Trp-Leu-Va1-Lys-C1y-Arg-<>ICGLP-l(l-36)(ti h )-0 
H) 

ij > ®t^^g®^pH7 . 4c(a co H-His-A1a-G1 u-Gly-Thr-Phe-Thr-Ser-Asp-Val-Ser-Ser 
-Tyr-Leu-Glu-Cly-GI n-AT a-Al a-Lys-GI u-Phe-11 e-AI a-Trp-Leu-Val -Lys-GI y-Arg 

-OHC|t,3.0xio-'M)^^^^L7to ttr^ie^t/c J; i 

[0 16 3] 

# >U # * *s"< 7<f- V - ^ - 4f A* oflp *^»KJ63S«tt 

ij > ^^^^-^pH7.4pj3(^H-His-A1a-G1u-Gly-Thr-Phe-Thr-Ser-Asp-Va1-Ser-Ser 
-Ty r-Leu-GI u-CI y-GI n-AI a-AI a-Lys-Cl u-Phe-Il e-Al a-Trp-Leu-Val -Lys-GI y-Arg 
-OHC^,3.0xlO- 5 M)<7)^^^b7t:o flit 3B* L J: ? ^Co^T^ 

H-Hi s-AI a-CI u-GI y-Th r-Phe-Th r-Se r-Asp-Val -Se r-Se r-Ty r-Leu-G 1 u-Gl y-Gl n-AI 



(99) ^2 00 2-5 09 082 

a-Al a-Lys-GI u-Phe-Il e-A\ a-Tr p-Leu-Val -Lys-Gl y-^Arg-CLys) 6 -OH (GLP-l-(7-36) 
h)-(Lys) 6 -0H) 

ij y W.&B.WM.^ 7 ■ 4 4 3 <?) H-Hi s-Ala-Gl u-Gly-Thr-Phe-Thr-Ser-Asp-Val-Ser-Ser 
-Ty r-Leu-Gl u-Gl y-Gl n-Al a-Al a-Lys-GI u-Phe-Il e-Al a-Trp-Leu-Val -Lys-Gl y-Arg 

-(Lys) 6 -OH(^2.5xlO- 5 M)(75^^W^t7to M Kffifc Ltz X K > fr^coi^ 

[0164] 

* JV#f * ~f*f- *T- V- -tf A+O JpTK^RlSaSj^^i 

ij > B£ i^MffitfS F*" 17 ■ 4c£ co H-Hi s-Al a-Gl u-Gl y-Th r-Phe-Th r-Se r-As p-Val -Se r-Ser 
-Ty r-Leu-Gl u-Gl y-Gl n-Al a-Al a-Lys-GI u-Phe-Il e-Al a-Trp-Leu-Val -Lys-Gl y-Arg 
-CLys) 6 -OH(^2.5xiO- 5 M)(7>^^^^t^o Htf^lEKL^J: n frffiizo^ 

H-Gl y-Gl y-Th r-Ty r-Se r-Cys-Hi s-Phe-Gly-Pro-Leu-Th r-Tr p-Val -Cys-Lys-P ro-Gl 
n-Gly-Gly-OH(EMP-l-OH) 

n ^ zs y r 5 y ^ 7° if- ^ - -tf * <DMfrffiKfoMf£Wii 

\) y SetSMW^PH 7 ■ <^H-Gly-Gly-llir-Tyr-Ser-Cys-His-Phe-Gly-Pro-Leu-Thr 
-Trp-Val-Cys-Lys-Pro-Gln-Gly-Gly-OH<^34.8 X 10" 5 W)<ofrffi 3fc Ltz 0 mT H 
IS^tTt J: ? ^^ov^TO^-^iSJ^jE^ctii-Sxio-V^-c*^ fcfHffiS 
*U ^LT^i-^>*M«(i462^T^^i:fm?*t^o 
[0165] 

fltr&L*: J: ^ iJ frtf*Z"<7?-jr- ^--tfA(l#-(£/ml)^-g-^-r^ SOrMco 
ij y geJtgMffit^PH 7 ■ 441 co H-Gly-Gly-Thr-Tyr-Ser-Cys-Hi s-Phe-Gl y-Pro-Leu-Thr 



(100) #^2002-509 082 

-Trp-Val-Cys-Lys-Pro-<;in-C1y-C1y-0HQ^4.8x 10" 5 M)e>frffi*m 35 L fz 0 frffl 

l+<ily^1y-Thr-Tyr-Ser^ys^is-Phe^1y-Pro-Leu-Thr-Trp-Va1-^ys-Lys-Pro-G1 
n-Cly-G1y-(Lys) 6 -OH(B/IP-l-(l_ys) 6 -OH) 

n j v y r ? j ^ -f* v - + <Di&7£frmK.iBmmfo 

ij > gU^M^i® pH7 . 441 H-Gly-Gly-Thr-Ty r-Ser-Cys-Hi s-Phe-Gl y-Pro-Leu-Thr 
-Trp-Val-Cys-Lys-Pro-Gl n-CI y-G1y-(Lys) 6 -OH CfJj 3 . 5 x 10" 5 M) <d frf% &ffl3ZLtz 

[0 16 6] 

* sv * -> ^ yf - y - ¥ - -tf A43 Co jp TK^R/Sit J^^; 

V > • 4 4 I <^H-Gly-G1y-Thr-Tyr-Ser-Cys-His-Phe-Gly-Pro-leu-Thr 

-Trp-Va1-Cys-Lys-Pro-C1n-Cly-C1y-(Lys) 6 -OH0&3. 5 X 10" 5 M)ct>53^£ L rt: 

H-(Lys) 6 -G 1 y-G 1 y-Th r-Ty r-Se r-Cy s-H i s-Phe-Cly-Pro-Leu-Thr-Trp-Val-Cys-Lys 
-Pro-Gl n-C1y-C1y-0H(CLys) 6 -EMP-1-0H) 

n 4 -> y T \ J * 7?- V - -tf f <^D*5^RMJ£f& 

strict*: =fc "5 K> n^-/V7? ^ ^7^^-^C25jji|£/ml)£^;t-r & 5 ^<?) 
•J > g^at^f *£pH7 . 441 <r> H-CLys) 6 -C1y-C1y-Thr-Tyr-Ser-Cys-+Hi s-Phe-Cly-Pro- 
Leu-Thr-Trp-Va1-Cys-Lys-Pro-Gln-Cly-G1y-0H(^j3. 5x 10" 5 M)co^-^§rfiff $t t tz 

H-(Lys) 6 -Gly-Gly-Thr-Tyr-Ser-Cys-Hi s-Phe-Gl y-Pro-Leu-Th r-Trp-Val -Cys-Lys 
-Pro-Cl n-C1y-C1y-CLys) 6 -OH((Lys) 6 -EMP-l-CLys) 6 -OH) 

mm L «fc ? K > a 4 -> y T ? 7 ^ ^ - -t- (25^^/ml) ^^-^fi- & 5ftrM<7) 
') y ®^®?SPH7.44 ] <^H-ays) 6 -Gly-G1y-"nir-Tyr-Ser-Cys-His-Phe-Cly-Pro- 
Leu-Thr-Trp-Va1-Cys-Lys-Pro-Cln-C1y-G1y-CLys) 6 -0HQ&2 .8 X 10" 5 M)c7>5H£f£ 



(101) 0 0 2 - 5 0 9 0 8 2 

H-Arg-Pro-Lys-Pro-Gl rv-Gl n-Phe-Phe-Sly-Leu-Met-NH, Of ^ ? y ^ P) 

n 4 -> > r 5 y ^ 7* ^ - 4f + ^DTfc^RtS^f^ 

'J y W^M.W$S* 1 fl ■ 44 1 <75 H-Arg-Pro-Lys-Pro-GI n-Gl n-Phe-Phe-Gl y-Leu-Met-NH, 
(^7.4 x ia 5 M)<7)^^®f^t7to mKUmLfz* ? #«Ucov>Tco^-#C 

[0167] 

* )V * v ^ -fi- ?' - V - -IfAcp (7) TK^RtSiS Jtl& 

ij > S?Jfe^^-^pH7 . 443 co H-Arg-Pro-Lys-Pro-GI n-Cl rv-Phe-Phe-Gl y-Leu-Met-NH, 
<^j7.4xlO- 5 M)o^^^ ?s t^o IfTt'ISicL^ X it, 

H-nArg-Pro-Lys-Pro-G1 n-GI n-Phe-Phe-G1y-Lei>-Met-(Lys) 6 -NH 2 C-9- 7*^. ^ P-C 
Lys) 6 -NH 2 ) 

flr[5E U^r J: 1 D^y'/7? J ^ 7°^ ^- -If C25l|i#/ml £ SOrrMcD 

U > g£;^^:ifi®pH7.4pFcoH-Arg-Pn>-Lys-Pr<^ 

s) 6 -NH, (^4.7x10- 5 M)<7)^^^f^t^o WKmmLti £ 1 4W»fcov>T 
w«-4fe*JKSBJkttl-lxlO-V^T*4 i: MS *i> * LT*h£r*3M*»li« 

[0 16 8] 

* ;w sj?# -> ^ ^ - y - -if Ar^ co JjptK^M^JKI^ 

lffiifeLfc <fc ? fc> *;V^^^^y^^-^-4fAa^/ml)^^-^-^5(>tWco 
V V W^ffltWM&V • 4c P <£> H-Arg-Pro-Lys-Pro-GI n-Cl rv-Phe-Phe-C1y-Leu-Wet-(Ly 
s) 6 -NH J (^4.7 X 10- 5 M)co^^l : ^t^o fT^IB« Lfc X 9 4W»tOV>T 



(102) ^2 00 2-5 0908 2 

H-(Lys) 6 -Arg-Pro-Lys-Pro-GI n-G1n-Phe-Phe-G1y-Leu-Met-NH 2 (CLys) 6 -9-y^ ? 
>*P-NH 2 ) 

TttriE Lfc.t-9i:> n >f > T 5 y ^ -tf (25^/ml) * 50nMco 
'J > ^JSM^^PH 7 • CO H-(Lys) 6 -nArg-Pro-Lys-Pro-Gl n-GI n-Phe-Phe-Gly-Leu- 
Met-NH, (^4.7x10- 5 M)o4W»£flFfc Lfco HtHfE® Lfc J: ? 4M»Hov»T 

H-Trp-AI a-GI y-Gly-Asp-Al a-Se r-Gl y-GI u-OH ©SI P) 

n y r x ; « -t**- - 4> ojn*fl-»R(5iS*a« 

•J > ^Jg^^^pH7.4i^<^H-Tr|>^1a^ly^1y-^sp-A1a-Ser-C1y--C1u-OHC|ejlO- 5 M) 

<DfrM*m$zLtio &MK^T20fr£ \Q&^itmmmmz tiKo 

H-Trp-Ala-Cly-G1y-Asp-A1a-Ser-Gly-<;nu-(Lys-G1u) 3 -OHCDSIP-CLys-Glu), -OH) 
' J > StgMftffiftft pH7 . 4f(3 co H-Trp-AI a-Cl y-GI y-Asp-AI a-Ser-Gl y-Gl u-(Lys-G1 u) , - 

H-Tyr-G1y-Gly-Phe-Leu-OH(Leu-jL >^7 7 ij>) 

UiTiS L «t 1 K > n^fi/^T^y^fy-e C25jjifc/mD & 50tMco 

'J ^KJfi^tr^^-^^H-Tyr^ly-^ly-Phe-Leu-OHC^l.Sx 10- 4 M)<7)frf§?£fiJf 

[0169] 

* /U * -> ^ y f* ^ - ^ - -tf CO ^ 2lC^W»JE£BiS«S& 
"J > mi&mm?fc I* 7 ■ 4 * <0 H-Tyr-Gly-GI y-Phe-Leu-OH Q$ 1 . 8 x 10" 4 M)co ^ £ $f 



(103) #312 0 0 2-5 09 08 2 

H-Tyr-C1y-G1y-Phe-Leu-(Lys) 6 -0H(Leu-j. y *r7 y <j y-(Lys) 6 -0H) 

>-^M^P H7 - 4 *^^ T y r ^ 1 y^ 1 y- ph ^ eu -^ L y s) «-° H<: ^ 7 - 5 x 10- 'M)^ 

[0170] 

'J V mm.m.mWL&V • 4 * ^ H-Tyr-Gly-GI y-Phe-Leu-(Lys) 6 ^0H(|ij 7 . 5 x 10" 5 M) <7) 
H-(Lys) 6 -Tyr-G1y-C1y-Phe-Leu-0H((Lys) 5 -Leu-a.>'^- 7 r 9 >-0H) 

'J > iSI«pH7.4+<7)^(Lys) 6 -Tyr-Gly-G1y-Phe-Leu-0H(|{j7. 5 X 10" 5 M)<7)fr 

V*f*4i:ffiS*l, * LTMl5i-S^«fflf±27^-C*& tiff? *lfco 
H-(Lys) 6 -Tyr-Gly-G1y-Phe-Leu-(Lys) 6 -OH((Lys) 6 -Leu-jc>'^r -7 r ij >-ays) 6 - 
0H) 

"J > m*&i®fr?£ PH7 . 4+ <7) H-(Lys) 6 -Ty r-C1y-<;iy-Phe-Leu-(Lys) 6 -OHQft 4 . 8 x 10" 
H-Tyr-<;iy-G1y-Phe-Leu-ays) 10 -0H(Leu-^>/r 77 ^-CLys) 10 -0H) 



(104) ^2 002-509082 

'J y WM$kffi i&PH 7 • 4 4> <7) H-Tyr-Gly-Gly-Phe-Leu-CLysX 0 -OH(#j 5 . 4 X 10" 5 M)o 

[0 17 1 ] 

* A/:je * v-^ "7?- ^ - 9' - -tf Arjn <D%ufcfrM%LJ&&mm 

m&Ltz J: 9 fc, *;v^^->^7 P f-^-^--trACl^/rnl)$.^-r.i > 5aiMc7) 
'J > m^MW^PH 7 • 4 4" H-Tyr-Cly-Gly-Phe-Leu-(Lys) x 0 -0H(& 5 . 4 X 10" 4 M) <7) 

H-Tyr-G1y-G1y-Phe-Leu-(0rn) 6 -OH(Leu-j. y*ry r \) >-(0rn) 6 -OH) 

n -> y r ^ J ^ "f* V - -tr 4> <^in7(c^H)S)$J^^ 

■J > ^JtgM^^PH 7 • 44. <o H-Ty r-Gly-Gl y-Phe-Leu-(0rn) 6 5 . 7 X 10" 5 M)<7) 

[0 17 2] 

•J y mi&mffimvH? • 4 + CO H-Tyr-Gly-Gly-Phe-Leu-(0rn) 6 -0H(^j 5 . 7 x 10" 5 M) <r> %■ 
H-Tyr-G1y-Gly-Phe-l_eu-(Dbu) 6 -OH(Leu-x. >^7r'J >-(Dbu) 6 -OH) 

n ^ -> > r ^ y ^ 7*-?- ^ - v * ofln*53^fi£j£iSJ£f& 

>J > mt^MW ^ pH7 . 44 ^ H-Tyr-C1y-G1y-Phe-Leu-(Dbu) 6 -OH(^j 6 . 0 X 10" 5 M) ^ 5^ 
[0 17 3] 

* )V * -ff- ^ - ^ - A4 cDiD^frftf SU&iSJ^ira 

mF>$L*:J: ? * )i<tf*z/'<7?-y- ^--lrA(l^/ml)$.^-|-^ 50nWco 
') > ^^M^PH7.44<7)H-Tyr-Gly-Cly-Phe-Leu-(Dbu) 6 -OHC^6.0x 10" 5 M)<ofr 



(105) ^2 00 2-5 0908 2 

K-Tyr-G1y-C1y-Phe-Leu-(Dpr) 6 -OH(Leu-j.>^- y y <; ^-(Dpr) 6 -0H) 
'J > Kffi«^pH7.4+<7)H-Tyr-Cly^Cly-Phe-Leu-CPpr) s -OH(^6. 3 X 10" 5 UOeyfr 
[0174] 

u **y<y -e a^ <d jn*4M»Rj6j*ft» 

'J > »jfrHMK?l£pH7 . 4p£ <rj H-Tyr-G1y-Gly-Phe-Leu-(Dpr) e -0H(#j6. 3 X 10" 5 M)e)fr 

K-Tyr-Cly-Gly-Phe-Leu-Lys-CGlu),, -Lys-OH(Leu-j. y^7 7 ij> -Lys-(G"lu) 4 -Ly 
s-OH) 

HiT&LfcJ:? fc, U/f-»75 y^yf-r--t*C25^i/ml)§ r ^^-^50nWcr) 
'J >Se^^®^pH7.4tti(oH-Tyr-Gly-Cly-Phe^eu-Lys-CGlu) 4 -Lys-aiC|stj7.5x 10 

[0175] 

flL/tJ:^ *;u^^^^yf-^-^-^fAa#|£/nil)^#>fr-r<5>5(>iWc7) 
'J > ^^^pH7.4tf(7)H-Tyr-<;iy-G1y-Phe-Leu-Lys-CGlu) 4 -Lys-0HC£j7.5 x 10 

6 X lo- 4 /fr-e& t mm £ *u * Lxttj&-r & \t nss^-c* * t tt-* s *i 



(106) ^2 0 0 2-509 08 2 

H-Tyr-C1y-C1y-Phe-Leu-Lys-CG1u)3-CLys) 2 -CHCLeu-ji>^r -y r \) >-Lys-(G~lu) 3 
-(Lys) 2 -OH) 

n -< v > T 5 J i -t+ ?<- V + ^JO*4WPPKJSi*ftfl& 

> mt£M^PH7.4^(75H-Tyr-G1y-G1y-Phe-Leu-Lys-CG1u) 3 -(Lys) 2 -0HQ&7. 5 
[0176] 

'J > geJ^M«?SPH7.44i < ^H-Tyr-G1y-Gly-Phe-Leu-l.ys-(Glu) J -(Lys) 2 -OHQ&7. 5 
^C(±8x 10- * * fc «S *L, * LTMt & ^Mffl »*866g.-c* 4 t lt# 
[0177] 

v>^, HisitSLeu-iy^^ 7 ij >-0H^j:U?Leu-jE.>/r7 r ij y- CLys) 6 -0H 

50mg/kg^<7)Leu-.i.>'/r 7 r i; ;/-(Lys) e -OH£#^20~25g<^^ ;uc0jt$- 
Ml* fcliiftPK^Lfco ft#**«NaCTfcfc4.fcfctfLfco 5Qng/kgc7) Leu-^ 
H77 'J '✓-aysJ.-CH^gPftfeitL^v^^Sr, «-S-flfc0 % 15, 30, 60, 90, 2 
40, 480, 960£ J: tf" 1380^- ®fH <fc •? J^JflL Lfco 50mg/kg<7) Leu-.x >^- 7 r'J 
'✓-CLys)6-0H^ifi#|»«kSt^v^^*, &^-f£5, 15, 30, 60, 180, 240, 370 
, 720, 1080& X 0^14409- &c ffiM^ £ *) L 0 50ng/kg<7) g f& Leu-.x >^77 

fc Q JfiL7S^*iS*>tc^LC3000g, 4«c) , jflUffcijigt tSlftiWfewfefttc 

[0 17 8] 



(107) ^200 2-509 08 2 

><!ry r'J >-OHf it Leu-^ v 7 r U > -CLys) 6 -OHco £ iffij £ L <> Takem 
ori js J; OfPorthogese > 1984^ Eur . D . Pharmacol . 104: 101-104^ #HW&-fBi££ 
JiT^ii?^ £Sfc££-ifeLfc<, ffim-ft^&t, #S 2 0~ 30 g<^i4^^^C M 
^llegaard^f, OK)** U lOm}^®* -c2o<*>m&M-ClS*)«Kit 

Ait, 95%0 2 ^J:Uf5%Cj0 2 -c^5r-CTiiAL7to 
flJifeLC70V, Ims^n^O.lHz), UM^^ V - r V 3 ~ ^- -C^gWl-fB© L fz 

fco r , -^*T«Bw*W:^'ftAL<: : ia#% = I^XxCl-[|S«] n /C[|a«] n + IC 
) 6 -oh<d JEm * iBH *-c 4 v> 0 

[0179] 

Leu-jr. >|7 7'j> -OH*? J: 0* Leu-.x y fr 7 T 'J > -0-ys) s -OH(:ov^ T <0-(it it 
(Lys) 6 -OH^jg *7y-fe>ffci3vvt\ 1 <D jflLfflf * «im U 

^2 : -77 ^ k * »t a Leu -^ y 5-7 tV >-(Lys) 6 -OHo^p s £ »if*HR«^<o 

[0180] 

Leu-j. y 7 7 ij > -CLys) 6 -OH(nM) Leu-j. > ^- 7 7 1; > -(Lys) 6 -0H(nM) 

0 0 5 15900±2400 

15 <}&aiES# 15 8500±1200 







(108) 




30 


3000± 800 


30 


6000±950 


60 


6000± 1300 


60 


1600± 340 


90 


10900± 3800 


180 


440±110 


240 


10700± 230 


240 


2500± 320 


480 


5000± 580 


370 


31200± 8620 


960 


2800± 780 


720 




1380 




1080 




N/A N/A 


1440 




N/A 









240^C4B#M)t720^C12u#|Hi)fc<7)|H|n^v»T, i&ttli* 2 *:-* k^MdgJjlL 
'J >-ays).-0H^#jRK^12 % 18i 3c t^24B#W^i3V>T, 

ISWT-e^o^o Leu-ai>^r 7 r ij ^-CLys) 6 -OH<^gp4g^, iL?f*<7>?£tt 
j J 90- 240# CI . 5 - 4pf pg ) iZ £0 j§ L , 8*3 «t V 16p$ ffi ft fcjft tfj Wf f g "C $> o 

23^ram^{i^tb^nr^-C*o^o r i; >-(Lys) e -0H-e^pf 

fiMiMM L ifrtoa* S> o JtottKfl-* T% its v>fStt li 30frn fig fli $ tifc **, 

[0181] 

iti^OitS*!i^^?^SJ:^ &P«-§-lfeL.eu-j.>$-7 r U >-CLys).- 

37 < c^i3Jt^-7^^.«4 I col-eu-^>^r 7 7 ij y-0H£ X crLeu-i y ^ 7 r 'J 
>-(Lys),-0H<7>^5g1^ 

Leu-a. >ryrV> -OH, Leu-ji y^y r *) >-(Lys) 6 -OH, Leu-.x ><Jr 7 y >J >- 
(Gin -Lys-Glu, )-0H, Leu-x. y *r y y V y -(Lys-Cl u« -Lys)-0H % Leu-j. y 5- 7 r 



(109) #^2002-5 09082 

ij >-(ORN) 6 -OH^ Vexjt-a^y^r-y 7 'J y-(DBU),-0H, Leu- jc. y ^- ~j 7 \) >-(PPR) 6 - 

Ltz : 

l&g-=®fflm x Cl-Cjftj^/EC50+^) + / ^^ fy^^y K 

[0182] 

Jit CioT, Tl/2£ffJf:L£: : 
[0183] 
[&1] 

IS (t) -SK (0) • e ( - , " ,/T,/ "- t 



[0 18 4] 

g3 ; Ar<OJ^>f7 7 'J > T ^ n - OUT c7}EC50£ J; ^T, , a fit Cn=3~ 4/;fefc 



CLLO) 0 0 2-5 0 9 0 8 2 







EC50fjg(nM) 


Tl/2 5* 


Leu-jc. y^-yy >J >-0H 


65 


6.3 


Leu-jc. v^r7 7ijy 


-(Lys) 6 -0H 


160 


18.7 


Leu-a. >^7 7 iJ> 


-(Glu) 6 -0H 


140 


ND 


Leu- jr. >^7 7 iJ> 


-(Lys-Glu) 3 -0H 


350 


IO 


Leu-a^ y*r7y\)y 


-(Lys 2 -Glu 3 -Lys)-0H 


680 


IO 


Leu-j. vt77'J> 


-CLys-Clu.-LysD-OH 


357 


84.5 


Leu-a. >^7 7 ij> 


-Corn), -OH 


>20000 


ND 


Leu-a. yr7r^y 


-CDbu) 6 -OH 


20000 


ND 


Leu- jr. > ^- 7 r 'J > 


-CDpr) 6 -0H 


200 


19.8 


Leu-a. y^-yy^y 


-(Lys) 10 -0H 


2500 


ND 



[0 18 5] 

Z.tih<VT- <fc 0 K> Leu-.x yfry r V >-OH<7)^ir»±K50 

ttfciiiJII***^ 37 *: ^*tt*^«>^Jlllil + OScSg1ft*Jilin***:o 
Leu-jo^-^ r 'J v-OHT^n-^oj^-Hr-^^-lg^ 

Christensen^ 1993 N Pharmacol .Toxicol . 73: 344-345 Ufa f££ tLTV>^> J: -9 H 
, [ 3 H]CD^Ala J % N-Me=Phe" % Glycol 5 )x>^7r'J> (D/MX)XlnM)£^ffl tt, 

ll«^dHartfc*VJH**±fcB1BLfc 0 JStt**«»)Ul*>, 20#^f^0.32M 
OX^n-x + fJ^fi'fbL^o h «r2000g^^v>T30fl-MJfi^lx3to 

h*10#i»(7)5arM(75Tris-+ia^^, 1*17.4^^ fcffl-*"* 
t -e -20-C Kift^T^jKLfco ^T^M^* C 3 H] DAMG0 fc 9 * <D ft J£ O 

#^65tC^^t^PH]-DAMG0^5|5r tTto 36 < CJC^^Tl5^M^ J/^a.^- h L 
tzfe, 7? h -7 > 0Vhatman)GF/C 7 ^ *»LTtt»*itaI U »«?8fCft 

#■ l o mm *~ <t *> , ifcwtt *« s t * o 

[0 18 6] 



(lli) #^2 002-509082 

^4 : 'H-DAMCO**^ LXWlfcLtZfi * \Z* 4 K Hr 7** - fc#-f &Leu-x. > ^ 



[0 18 7] 

>fk^ iq 0 ^(nM) IQo'fltCnM) 

Leu-xy^-77 'J y-OH 97±9 80 

Leu-x, y^7rn -CLys) s -OH 17± 7 32 

Leu-x. yJfyr 'J >-CG1u) 6 -0H 10,000 5,000 

Leu-.x y^-yy *) y -CLys-Gl u) 3 -OH 450± 130 900 

tn + V> 9.2±1.0 7 



Hto*&4&K K M-t 2> Lei^x. ytryrVy -CClu) 6 -OH^tev* 77^r^-li 

-(G1u) 6 -OH^IQ 0 fj| |i, ^©-fk^lfe*«V> o * ? pT V#tt-C* & fcafcf TKKt * # 
■£\ «fc Ijffi^i t****o 
[0188] 

f ^^iOP- 0 '^! (956nmol ) cr> EMP-l(2mg) 33 XV s EMP-l-Kj (2.56mg) 

OM^^^^«v->7.(n=8/^;ix-y)tc^^T^L^ 0 Mm&tQl&&<?) 
B*Wftil fcfcfc* ^°B> »20 N feJ:^40^^8ft^^^lO^1<o 

#MifliS*»*JK*L^o MW^i^^o eyoiiHafeatCP-Hgb), 

hffiCHct), ^jfii^ftScCRBO, isicfTOfflJia^^^n evft&OKHQ 
* , EMP-1J (i HVIP-l-Ke ^ fr (#0 g \ j3 «t Cf»^-flk *2 H *J J: tffc* B ffl 5e 

^5 : 956rm)l<^EMP-lf ^(iMP-l-l^op.o.^^g^^^i^m^W^^ 

[0189] 



(X12) ^2 00 2-5 09 082 

EMP-1 p.O. BIP-l-Ke p.O. 

BW(g) 3.4±0.2 3.4±0.3 

(16±1S0 (15 ±2%) 

P-Hgb(irM) 15. ±0.5 +2.4±0.3* 

t+8±l%) (+15±2%") 

^■7 f ^ 'J 7 > 00 0.3±0.8 4.5±0.9* 

(0.8±1.8%) (12.3±2.3%*) 

RCB 0.6±0.2 1.0±0.1* 

Cl&'Mm/V (9±3%) (17 ± Z%r) 

MCHCCrrW) 2.9±1.5 0.2±1.5 

(.4±2ty (0±2%) 

* : p<0.05/EMP-l p.o. 

ZtlhVT- 9 tfyji-tX n \z , 2.56fng (7 5EMP-l-K 6 ^p.o.^{iP-Hgb > Hct, £ 

JtfRBCfc^^fi^EMP-l^p.o.g;.^ J; \) 4>^^^^§ <^Dl-&o il&mw 

[0190] 

M!l ¥ flcfl* * >V * > C PTtO T ^ n - 7 £ it ffl f i ffl 2£ 

IT 9 -fe-f 



ffifflU, iIi*&T 7 *>f**ttUfc (Miller 1976, Science 192:1340-1343) 

* IM 3 9 - r y <n 5<V g/rnl -fM L 96? jl A'<a&jf£fc*(M£ 7'1/-F^) + I: 1 
fcjflLit*4?j&2RJff *- a C a MB/I) + <&#^jfflflfi, £ 3000$ffl flk/an 2 fcjS V» T ft® 

Lfco h&T-UK, P™£ lOrMcD ftil&ftK K j&tffl L . s > * 



(113) 0 0 2-5 0 9 0 8 2 

[0191] 

H-PTHCl-34)no(/-»XC^%-^ y-bW CEIA) 

£ ti (i^i^W EIA7- y -fe -f & (Peninsula Laboratories , Inc^% t, <£> EIAS(h)- 
6i0i) o (f^fiMk^^f Kii^yf- K(iP™Cl-34)-^ t cM-r*IS-^^ 

A-HRP)£, -^#/tf*?--Mt^7'?- Ktt-fr#ICiBi'frS** 0 3,3',5,5'-x 
[0 19 2] 

T-y-t-f^tt : hFm(l-34) = 100%; hPTHCl-38) = 100%; hFTH(l-44) = 0%; hPT 
HC39-68) = 0%; hPTH(l-84) = 0%; ratP r TH(l-34) = 0% o 

#m*m 6 K-7ji-ro tfisaii7 7-t^i^^t, hpmci-34)«e^, h-hj 

y <Dftit±<D (S l?89% & o H-hP7HCl-34)-K 6 -OH£ J; tfH-Ke -P 

■m(l-34)-0H{i N #tt^hP™a-34)?)itt£<7X ^*I-TtU 55£ J; 0*49% 

[0 19 3] 

ji*tTy-tM EIA 

IiJ¥t^B^*^*> 63 - 7 

hPTHCl-34) 58.2 90.8 

H-hPTH(l-34)-K 6 -OH 37.4 61.8 

H-Ke-PTWa^D-OH 34.7 79.1 

11.8 

•9- y'X * V * P-NH 2 ^ £ Of ays), -9- 7* ? V X P-NH, 
NH.^«fi6«J«14*#1ftftS6Lfco li^CliUi^M, Kirstiansen 



(114) #^2 00 2-5 09 08 2 

flfe, 1992, Br.3.Pharmacl. 58:1150;Hi;fcjf fl^cfa^g :fr.TV>& X i *J&£ 
SLKLfco -ffc^^i&ffl^ SS3&S*ifcJE*l&*illSgLfco ««/l£#7»-** 

Jfc# = *J««X*jft/ (EC50+ftjg) 

[0194] 

P-NH 2 (EC50= 40nM)fe X Zfdys\ -^zTXpy* P-NH 2 (EC50= 5nM) 

[0195] 
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